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VN, YU, ZA, ZW, mM^f^ (AT, BE, CH, CY, DE, DK, ES, FI, FR, 
GB, GR, IE, IT, LU, MC, NL, PT, SE), OAPl4#fF (BF, BJ, CF, CG, CI, 
CM, GA, GN, GW, ML, MR, NE, SN, TD, TG). ARIPOl^rF (GH, 
GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW), iyT^W (AM, 

AZ, BY, KG, KZ, MD, RU, TJ, TM) 
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(57) Abstract 

Proteins having the amino acid sequences represented by SEQ ID NOS: 2, 4, 6, 8 and 10; proteins having amino acid sequences 
derived from these amino acid sequences by deletion, substitution or addition of one to several amino acids; and base sequences encoding 
the same. Transgenic non-human animals with altered expression level of a serine protease BSSP2; an antibody against BSSP2; and a 
method for detecting BSSP2 in a specimen by using the antibody. 
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ff^-ty >'^nxT-if BSSP2 
X^^ rhBSSP2j i6^t^ rmBSSP2j irir^U W^ESU L^^V^:^^ 

nm^ rBssP2j ) ^y^^v-^^^K. ^nhommi^. ^Bf*. 

S P 2 j6 j:tJ«mB S S P 2 ^ W^^K^febm^h B S S P 2*3<}:tJ^mB S S P 2 

y-r^v) ^mnc^f^'mnmi^m c^^m ti.xmmm\H(DVyr^y-J-±.x^ 
j^^tiho -(D^^^^m^mmm^mm-r^mmi^mm^x^v. ij^a.^- 
(Dm-^. m^mm-r^m^^mmj^^^'^r-'^xmm'm^^ti. f^mm^> 
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h y /»tcfflK*^fca:^,j^^-^„^i ^^^^^ 

©sags 4*SE;lc:fcv^Tag»Ta5*7•a^T-e*;,»- k 

*ffli>t P c Rtcj; #< oSr«^oyT-^«c DNA« iwr ~- y 

al. ; Bioche.. Biophys. Res. Co«„. . 239. 386, 1997) , Gschwend 6 
(Gsch.end. T. P. et al. : Mol. Cell. Neuresci., 9, 207, 1997) , Chen^ 
(Chen. Z-L. et al. ; J. Neurosci., ,5. 6088. 1995) 

wmv9~ 1 4 9 7 9 o^<omm»^3tz,mm± v ^^^.tt-h^^-u 

(Neurosin) S t. , = BiochWca et 

Biophysica Acta. 1350. 11-14. 1997l^tffift$^^r^^5. i^fciO-feyv^ 
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3 

AD(DiSg^^iff±4-0. DSM-IIIR*5j:0NINCDS-ADRDA(D^iTS^ (Mckhann, G. 
et al. : Neurology. 34, 939, 1994) ^fc{^. DSM-IV(D#ilfS2i (American 
Psychiatric Association ; Diagnostic and statistical manuals of mental 
5 disorders, 4th ed, Washington DC, American Psychiatric Association, 

1994) izLm-^^^x-^^izni^tixi^^^o uts^l, ztih(Dmmmmit. 

T/i^yy-^^-^-mff^^^Bmxnmm^^t Lxmi^f^mhm^^ibti 

uiiLKis\^^xTji-y^^4-^-m\^<^m^ti:ixm(DiS:r. mm^^i^tir^mmm 
15 (D^m--5jmtfj:^fz. L-:b^Lfj:t^ib. mMmt^hmmmi^:^^i-fx(Dh.mmr^^ 

X'0TJ\^'yy^4-^-m^m^-t^(Ol-im^Xi^mxh?>o ^tc. MRS^^^XI-^. 
TJi'yy^4'^—m^'stim^^^^\cmLX^mxh^m^\t^t'ts:\^\ ^ blc, 

CT - MR imiMBmhm^hnx\^^^tK m(Dmm^p^^ hm<D&mmm^T 

20 ^nxis'o. !£i^irLhT^uyy^4^-mm^iz.MLxmtmM.i>M.bti^tm§i 

mm^i^fztb. m^j^^Mmmxmiw.mtm^x^^(Dnmm^mit(D^xh^, 
t.tz. sk^^m^xhMmist±^mibm^L. mim}mmm<D&5kmmm(Dm 

25 ±mm^n:m'^-:h-(Dmmt. z(Dm^j:&m<D^:^^ib ad (Dm^^mic^ x 
<oiEm^^<f^^mi±^M-^?>h(Dt Lx^<(Dm^^f)-h^)^(bixx^fztmmz^ 
1) AD^^mmco^m^^j:^^¥i^i^:^TM.. 2) AD (Dmmmm^mtc-rutii 
(D^ h^\^ ^iimmm(D AD (D^ta i v> 5 mM^i::mmfr^p\im'^^tix\^^^, 
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4 

^xicn^rix^f:inm'^~-:^'-m^^(Dr^u—^it. ad ^wm^n^mm 

^(om-h-hcr^T-fxi-^x^Lim^M. m^hx^xm^^m^^^^i^^^^m.. a 
p is ^n^(Dmmi!^^ mxh^ & AF p . i^mt Lxm=' v ^mi^i^^m 
Apo Etd^um(DADm^MiiB^:^'^h^t^^§imj:^^minhrb 

xi^^tzmm,t(Dm^^<4>^i^Xs ^^Mcoimt^ibmh.. m<Dmm(D^^m'o skw 
hvK^v i^y<mz.mmu mj^mt'i(DiH^m^mfxmmm\z.A^ . i^ot^ 
^^^xmm^^^^btHiX. mL^^^mm'^x^^L. mmLfj:ni%itf£htj:\^\ #a 
mmx(Dmm't^±mwmt<Dm^mt. ±A(Dms^mm^^^x:h^:ti K-^y 

l^^mm^titiK t^^t^ion^iK BMcom^mm^-^ h V y^:^^':^M-t 

■^.hV 'y^:^^^M'r^mmtLX±\C^m-^^y'T~^ (Rha, S. Y. et 
al. ; Breast Cancer Research Treatment, 43, 175, 1997) <t-fey>'7''PxT 

y-^l^T^^^-i^- (U-PA) i^h^, U-PA«i?»N'i>^j§|^^SJJS 
lz!^m^^j:3\^±(D'^m^W-^o t<DW.m(Dm^i'i.-^^:^^/-^>X\ 
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5 

•^-ij~t^mx\^'^o z.nhitm(Dmmmnmm. m±mm^^^'^'^^^ 

P) (Taketa. K. et al. ; Tumour Biol. , 9, 110. 1988) *Sit/^fl&i.^tt^ 

(CEA) }iTO4'-ej^:<fiJffl§^^v^5o m^. mm-^-^-^^'^^^ 

2MM't#m^^J^^ (PSA) (Dia^lJi7 8%(D*eP't4^^L-t*3D. PSA 
t>tfj3£Mc^^^t^6^-^"^-^l-^^<^^^^'^'^^ (Mikolajczyk. S. D. 
et al. ; Prostate, 34, 44, 1998. Pannek, J. et al. ; Oncology. U. 1273, 
1997. Chu, T. M. et al. ; Tumour Biology. 18. 123, 1997. Hsieh. M. et 
al. ; Cancer Res.. 57. 2651. 1997) . ^hK. h K 2 

Y. et al. ; Cancer. 79, 878. 1997) o -^^T^fl^. i^m^^^ Y^y^^l^^^ 

y^^yvrnm-r^'y-yy (cyfra 21-1) ttW^t-Mb-r^fflT'^tt*-^-*- 

Xh^^t (Sugiyama, Y. et al. : Japan J. Cancer Res.. 85, 1178, 1994) . 

is:^ V y yik^-^-f^ KtuiEf^ (p r o G R p) tmA^tmm^n\.x^mfm 

^^^^-X'^^-t (Yamaguchi, K. et al. ; Japan, J. Cancer Res., 86, 
698, 1995) tm^^^'^^^^o 
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*«Sfl«r«K+^.«. ^^^^^^ 
^ n-T-^B S S P 2 «T S y «E?,J*,i^.=^^ . y Kga„J^ = - ^^^^^ 

BSSP2 "J^;;®^««*>^*5r.y«„ (^^a 

^rrr***^'*'''''"^" , ^ ^ ^ ^ ^^^^^^ 
rjirr*"*- 

— ^ (a) X v-hv-^ (c) ■if-r-^^ f \ 

"~:.':::r:::::'7 """" 



7-5 y 
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WO 00/31272 ^ 

T-^jm3iim^^^f^^r^ymm^i (^^:/2bssp2 (@h^ij#-^6) ) 
ioXMT^/m^^- F-r^J^ssa^'i (sa^m^s. ^s#-^5 i 6~i 4 4 
8) -c^fo^o ^«6^(^ia^ij#^6j^«ia-r?>T^^y^ia^-J*3it>'*«6^t^ 

mmiz.. mm^ s (^^-r- 2 0 7 b - 1 ^t- 2 0 7 iscdt / m^M^M ^ 
titz. r 4 5m^>hf$.^r ^ ymwm (^^y3Bssp2 (ia«# 
8) ) *3j:t;^i^T^^/^^--K-r6*^«ia^'i (ia»-§-7. le- 
1 4 5 0) -efcSo *fc. ^ff6^i^ia^iJ#^8icmiW5T^yi^ia^ii*5-J^t>"^ 

h B s s p 2 (DT 5 y ^sa^ij^s j;tj^i^T -jmm^\^^~ \^'-r^Mmm^\X'h^. 

@a^.i#^io (T^^yig#^i~2 4 0) t.^-rT^^yM2 4o» 
b^;5T^^/m@a^-i (i5&«vMhBssP2 (ia^ij#^io) ) ^^xfmr-:./m 

\^'-r^m.mm mmm^9. mmm^s 07-1526) x^h^. 

-nh(Dr^y mmm ^ ^-r ^ ^ ^ «^ ^^^^^ 

^^y^iE^ij (ia^-J#^io. T^y^#^i~2 4o) (DN^mr^. uym^i 

OiC^-r-2 1 7— l*-e(D2 1 7^@c7)T^y^^Mi-*D§n/cT^/^4 5 7 

im^hj^^T^ymi^ mmm^io. T^^y^#^-2 1 7-2 4 o ^^j: 
m^T^ /^ia^'J^=^-Ki-?>i^Sia^'J (ia«^9, i^s#^i 5 6~i 5 2 
6) -t^-fc^o ^fz. mnmznm^^ior^mu-t^r^zymmmi^xx^mm^ 
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■^^^-^ymm^i^j:umm^imisi-r^T^^ymm^^i^=.~ h^-t^mmmm^ 
^mmcDm 9 cD^it^. m e ^os<t<D?F^»^m«;6.^ b s s p 2 ^ 
:^mm<Dmi 2(Dmmii. m9<Dmm<Dmi^^m\.^^mi^c^<DBssp 2^> 

tz. ^mmmizioi^^x. wmLf^^m^^ bssp2, hBssP2. xhbss 
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WO 00/31272 



m4n. mmm4(D^m::^^-^y^^ KpFBTrypSigTag/BSSP2<Z)« 



Uliiil-efcSo 

meii. RT-PCR(^J:ShBSSP2 mRNA(D^m^yr^-rmx'h^. 
m 7 i^s y<^=^^ ry4^^:^m^ii^h B S S P 2 (D^^^^^-Tmx^h^. 

^Wno) hBSSP2t.l.<{*mBSSP2^3- K-f S^SiB^'Ji*. f^^ >- 
.^^K^IlmL-CV^Sm:0^^mRNA^Mb■r. ^^fel::<t "9 -^^DN Al^ 

h '^itiO)Wy^J^m (Chirwin, et al. , Biochemistry, 18, 5294, 1979) ^ 
i^m^-^^tt^X^^o ^RNA;6>b<D7jfy (A) +RNA(;?Pm5^y (d 

T#f.;h./cRNA^^^iCb-C. 3' *ig}::#&-rS4^y (A) ^ictiffi^/^:^ 
D=r- (dT) ^fc^i7^^■^:^7^-^-fcSV^^*hBSSP2t.L<^imBSS 

Tiffil5^^*-C-^SL. C(D^l^Lr#^nfcinRNAi^taffi^>^c?DNAt.b< 
(icDNA;0^b^SW-:7-y :y KOmRNAm^. ^iJ;tf^^-. =- V (E- ^ 
ol i) RNase H. ^ DNA#y^^-€l. DN 

t-h'^x^^. 
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^^j,. , ^ ^i^^^±a,-fflis.:}fy (A) +RNA^ 

, (Mattencci, M. D et 
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nm^lM^mi^'^V :y:fa^T-^t\^XNmmmi- Ile-Val-Cly-Gly-Gln- 
^f,^ if^t bir y >'^a7^T— If (hBSSP2) tt. lE^^lOtd^-T 

i£^ij#-^ 2 iZTfk-rr 5: y mia^iJfiT 5/^23 s m^^h^^ b s s p 2 j^M 

^^\m^'4\z7jk-rT^ /mmmr^ym2 i si^/b^bsfe^^-i'^i bssp 
8 ^mt>h^^. T^^mm^- 35—1 {^^i-:/D^57^fo?.v>fi^u$i55^T' 

mm^ 6 (i^-rr ^ y m^ij^t ^ym3iifla75^^.^s^^^2Bssp 

iE?ij#-^ 8 t^^j^-rr ^ /mia^iJfi^^ 4 5{|S;0-pDj55t?)^-r:/3 B S S P 
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B»®^ 2 1 7 1 (4, BS-iaS»«*3 J:t)! 

B S S P 2 I4^S^^ i ^ TStt*S5-rt-|tT/f < , T 5 y 2 1 7 ~- 
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writer ^ -fe y ^^^^^r-^y r v -\^m-r^ 

(Grantham. R. et al. , Nucleic Acids Res., 9, r43. 1981) o ^^oT. =^ K 

^WmXm (Mark. D. F. et al. , Proc. Natl. Acad. Sci. USA. . 81. 5662. 
1984) ^Ivlt^^o-Ctf 5 ^i:^^t't6o 

|iBJl::^o(t^;=^by^i^->^^'^^^^^f^^ ^'J^'**^ 5XSSC. 5%xV^^ 
-h^f^ (0. 1% BSA. 0. 1% F i c o 1 1 4 0 0. 0. 1% PV 
P) . 0. 5% SDSi3j:t>'2 0/zg/ml'«1^^ffli^DNA^^^-r^^ 

^ 2 X s s c x-^^^^m^-^io^^ s s c (D-f-^t^ (^iil: s s p e -^m.^ u 

SSP2a^^^1tai-r?>fc*6cD:/p-^-^^^-r?>::i:;0S-r'#5o fc^v^fi. 
-nt>coi^»iE^'J*-trtfDNA-^RNA^ii^s-r^fci6(^:/^^-^-^l^^i-^ 
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2477, I99S, Proc. Natl. Acad. Sci, USA., 92, 3561, 1995) 

*8<oTsys8ia?„4,._ K-r5a«sa?.j, *fcttE^j#*9(..T.i-saEy,j^ 

L<liia?rJS#io©T5yHia^J*=.-K-i-5Ssse^,, 

«<aTss5ia?,j*^t,; i *»isi-r5^^ ^-ttMi-a. r r T-#fe<os 
©assa^jKi o T . - K* ^ ^^^^ K t ^ ^^.^ 

-^^:?-ttM*a, Invi troge„aM«pBAD/Hi s. pRSE 
TA, PCDNA2. 1, pTrcHis2A, pYES2. pBlueBac 
4. 5. PCDNA3. 1, pSecTag2, N o v a g e n ttS!« p E T 
PBAC, PromegatiM^pGEM. S t r a t a g e n e *±«o p B 1 
uescr ipt I ItKilFarmac i attS«pGEX, pUClS/ 
19, PfastBACl (GlBCO?±<S) ^, 



jjjPj^ PCT/JP99/06475 
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15 



10 



15 



e cTag2A-<^^-. pSe cTag2B-<^^- (I nv i t r ogen 

5, ymSH^'JAs p-As p-As p-As p-Ly s ^=2- K-r?>^SiH 

J3S^ /^a:t,L<}i;&-l'='*5l5^^«5?|SW^n6o CHOW. COS 

W. BHKIIBIS. VeroM. HEK2 9 3m. HeL 

a«. Jurka t -^^^l^W^. -^.^:^C12 7M. -^r^;^FM3 

A». ■^^T.mmum. ^mm. S2. sf9. sf2u h 

25 i g h F i V e-i-^ iMmmwyMmii-^^. *0j5W»i^*=^ft?>m^#)if*. 



20 



wo 00/31272 j^jii 

PCT/JP99/06475 

16 

t§i^thBSSP2tU<tt„,BSSP2*Sffi^i, hBSSP2tL<« 

h B S S P 2 t L< fi„B S S P 2ite^«JgiS^^.^^»t,** 
SSP2afi^t«, "SSP2tL<(l:nBSSP2*=,-Kf5cDNA 

h B S S P 2 t L< ttznB S S P 2 ®«»E*>5^M4«aTO®W?E, h B S S P 
2 t L< tt„B S S P 2 *'M#+5 giRa 

^^Knv^, 
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WO 00/31272 

iiittfp^4 8 7 3 1 9 1^) . Kii^w (Esm) ^mm-r^^'^^^^^'*^ 

^^m^^^mT^'T^m^^m^K.mX^^ (M. lavitranoet ib. Cell, 57, 
717, 1989) o fc^V^{*.<^xy:^-7T-^^Pl^cre/l oxPy3:/t^- 
-^_if^^-9-5,^a-7^irv^ • -fel^l^'^^T^ (Saccharomyces cerevisiae) 
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6 - * - Jt{5^ iSr^ A t fc 4f i^x ^ :/ ^ P - ^ J; ^) ^Mi" ^ r i: 
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^(Dmmiat pgr ^m^-s ^ t 5.0 mAm^'?-(o-^ t nximm 

^l§B>^{^*f^. h B S S P 2 b< timB S S P 2 ^/c{i^c^i>r>i-^M^i^i-S 

m'^^t.ti^. h B s s p 2 u< toB s s p 2i^fzn^(Dm^\cn'r^mw 

^^0^(Dh B SSP2t.b<}tmBSSP 2 ^fc^i-^Oiffit^^titl^^t b 
hBSSP24>b<}*mBSSP 2 *fci}l^<D»fjt(i. ^-^{31 i ^ 

^H^^-^ ^yv^-;/h. t:yv?. =.-7hvmtmf 

riaXZfSD^y^yhmmi-^i^<. ^ 'j? :^(c:ttB A L B/ c . C5 7BL/6 
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# tfi5km'p(Dmi^m(Dm^i-t. m:ti-£mm(Dmm.<th b s s p 2 u< {im 
B s s p 2 tm.!kmt ^Rm^'ttc^. w:mcm'^LfzmmM(Dmi^mm-r^ 

(Nature, 256, 495, 1975) -^^(D^Wi (J. Immunol. Method, 39, 285, 
10 1980. Eur. J. Biochem. , 118, 437, 1981, Nature, 285, 446, 1980) (d^A^V^H 

ife-e^So M-^iSiii^iJi LT«/l^y 3i^^->-i:^y zj-/^ (peg) 

-< ^^^Wmfhin^t>. 0^t<^^PEG^sffiv^bi^-5o ^hKm^Pm^M 

fc^fcfel::, m%^^^>'. -L- !J v>>"JiL< fiDMSO^^^jD-rSdi 

15 #MMIffl^<t LTH^J;t{^X- 6 3 Ag 8, NS-1, P3U1, SP2/0, 

mm^m ^t-nmmMfm^t(on^\.\^)tm-ti 20-20 : 

PEG ($TS L< flP EG 1 0 0 0 — PEG 6 0 0 0) ^10~8 
0%m^(D^ft^T'^*PL. 2 0~4 0°C, ^f^b<fi3 0 — 3 7t;Tl~l 05> 

20 W-f >=^^-<- hi-^::itc:j:0 3S)*J:<»M^^MT-#?). inhBSSP 
2'bL<{imBSSP2 fet#:ig^w y K— ^ ]} —=.>i^^{at.m^ 

&^^^ffl-e^6/5\ m:tit. hBSSP2'Lb<(imBSSP2^J^^ii:^tfc 
ttt&*^t*(c:Bi^«$-ti:fc@t@ (^J;t{^. -^-r^Pi/b— h) tc/^^:/y K— 

25 (l0M'^{c^i/^^tb^»:eiS-7'>:^(D:®'^. in.'^^^'^^yuyv l^^Wi!)^^^ 

V^^^n-S) :S7t{t7'i3X^^A^;!]a;t. MJc^-^ t/cfeth B S S P 2 L< 
mB S S P 2^ y ^ ^--j-jv^^^^^-r^lsm. in::fe^^^ny y Vfet#:^fc}l 
:7^P7^^>A^p^#^-y:/cia^S(c:yN-<>^-y K— et$*±m^g§in tkM^mn 
^mmmx-m^Ltz hBSSP2t>L<{imBSSP2 ^M^. mm^^'^^ L/C 
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iSh B S S P 2 b< toB S S P 2^/ 

i^h B s s p 2 1> u< toB s s p 2^y ^u-^;v^w<Dm%^mx,w^- 

^ L < 1 0 ~ 2 0 o/oCO^a&l^^ikm^'^t^R P M I t^ife. 1-10 o/oCD^fl^lik 
K-^t$«±?t(7:>$n:M«. i,,S0^5tifn.?f4^^i5iBSSP2^M<^PJ 

(RiA) t^. mm^mm^^ celisa) fia (^^^i^/r^^-ir 

5/=eEL I SAfe*S$f^UV\ 

EL 1 S Atil^J;^^^ y-::^^^' 

0«®t^@S^b-r^o ##^6^P^«^PAii:-r?>@^^-. BSA. MSA. 

OVA KLH. -lf^^^^U<«^^i>^-^^^^^^^'^-^^'-®^^l^"^^° ^ 

Tjvi^^y^^yr^-^. ^^^^ 
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10 *0M«i^M^fflV^r;'^»i^*^tT9;?l\ i!ji^<^II^f^T-«-t-'5 (J. Immunol. 

Meth., 53. 313, 1982) ZtlZX.^. ^ ti—j-jU^i^^^^^^-tH^X^ 

yy:^=iff^vi^m^n^m^it. 0-2 o%(DFcst:^ismm^mm^m 

(IMDM, DMEM, RPMI 1 6 4 0*5<tr>'MEM^) ^m^^Xn ^ ^ tt^V^ ^c. Wi'^cD 

f-i^^v ^^>'m(Dm^^^n-^\^x:^^hy^^y'v k— ^^^w-t-So i~2ii 

*|g0^ Cl ct 5 ^ y D — t-yi-feti^iti, hBSSP2'bL<HmBSSP2 
20 ^^ts:=^}^^ h—zf^m^-t^h<7D^m^i-^Ztl,:iX'DX. i&(D-^ yy<^Mt^ 

25 v^-fi^;6-{cfStt$i^/cr ^yg^/J^biliR^ti. ;i^oJi^i-^/>/^ < i t> 3 T 5 y 

l^-rS^y ^n—j-juifimt. ^WMlCidi-f^B S S P 2#S6^/^^y d— :h 
^^i7C#:^V^^^o iB^iJ#-i-2. 4, 6. 8i3j;t>'l OidlSic^nfcT 5 y^lE^iJ 

oFB^-ei^#:^ti7tT ^ y ^i2?ij^;i-<{i\ BssP2:7x5y -tr^iico^ e h 
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^ah B S S P 2 1. L < fimB S S P 2 ^7 ^ u-r;UifiW<D^^mmmi^. 

rto-tt^^x^^^o <^^cDmmmt\^xi^. m^it. m^m. r^v— ^i^M-^i. 
mn^^^itmrn. mn^^m^m. ^^-^mm. ^^^-^m^* m^ituEAK) 

ynx^ :/G^(D?SttPl*^'Jl^J: '^^^M%i^^r^^^ 

t i^>x^ 6o ?ai^ILt^]^^^^^^i-2.^c^??^^fflv^ bi^^^^^5^J^^i= ^-^ y T 

i: i: cD?^-&^f*. =^ t 'J T-l^$^fil ^^T^^ ufc-^^^ ^'l^^ b-C*fC 

5 Wifi^m^<X^M. ^o,W^^o,^}:<DW^Vcmx'^m^^X^^^^^tK m 

:7»-r^il^MU *^0. 1-20. U~^\.<mi^l-^o,m^^^^y:^'^^^^^ 
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i^*^9»fe5,.ttffl*. #«»i*ta^st,5, s^t^Lxftfrasffi^ 

h B S S P 2 t L< ,imB S S P 2 *fcl4*C0K>^-,c*t1-5^y a-^^USt 
»*6OTc4f y ^ a-+.WSt»,t, h B S S P 2 t L< ttmB S S P 2 ijSSL 

tt**fflV^T. h B S S P 2 L< «„B S S P 2* t,a-t<oWJti« 

B S S P 2 t L< a„.B S S P 2 

«ei-5^i*T-*5. i*t<b,^6t**fflV-ThBSSP2tt< 
«mBSSP2*fc«<^»>^^S,S^5^^^^^,^_ ^J^«, 

S^S*^.a*i«^tfet^i„^ ^ h B S S P 2 t L< ttn^B S S P 2*^,J 

-B S S P 2 */c.«0»fr?.fet,*t^^6^,,^^^^, *t»igftU^.gS6tt 
«**>b<*»*<.h B S S P 2 t U< tt„,B S S P 2 *fcttt<OK>t*SJ«r5 
^^ft**U« LT»*^<^h B S S P 2 L< «mB S S P 2 */c.««»f>,^ 

*V hV ■.^m^Xi.h B S S P 2 t U< ItmB S S P 2 
StJ^-^^Ttt. *-f- Bfi<tttftihBSSP2tL<ttmBSSP2*Ml^ 

**»LrHat*t»- h B S S P 2 t U< «„B S S P 2«<tft(**«S* 
a 2 5. L< BHSfti5t», «^ftttft*5 J:t)!h B S S P 2 fc L < lln, 
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25 



10 



15 



20 



25 
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15 ry'y ^;^y^7j^^i^] r^^r^iJ^Ai^ (ABTS) . 5-T5/1^y9^/^^, ;^ 

yl^ h7acr^l/yv?T5: 4-T5 y T>^t°y 3, 3' , 5, 5' -y- v 

^fflt/^S^-^HSKi \^X:tJ^V— Yny :xL=.;vy ^y.y :r.~V^ y<yzz hmy 

20 ^^^li-imMthxy^]^:tu±4'^-iy- {&~D-:^y^ ht°y / ^yv) . 4 

^MMtLXn. N, N' -yi-/l'h7:^=^\^yi^-^}y^ ^ ¥\ 4- (N--x'l/ 
25 -r^Ky^^yl') v'^p^dri^^^ . N-^^ v^W 5 K^;=^X/K 6--7l/^5 

K-^drf-^^^ . N-:?;^?' i/^-^ 5; K^;5;x>'i'. 4, 4' -v>^:^-t°y v=:^^ ^CD 

tti^'th<DmmM(DiiWizjtcxwt^(D:^mzvt^xffx.i^X\^\ ^fc. tjii^t 

LXit^ m^i^^-oXit. ^(Dyy^/yh. m±itFah' , Fab. F (a 
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iu^^^t*. MS. «^ i^mwmmcowmm. b s s p 

«1?|J 1 »T^-fe 'J >^:/n7^T-if mB S S P 2^1^^^^ n-^>'^- 

.ouse brain cDNA library (Clontech^±) ^^Mi^UT. ^/^^ -.-IH^U ; 
GIG CTC ACN GCN GCB CAY TG (S£^.J#^2 0) . 2 ; CCV CTR .SD CCN CCN GGC 
GA (iE^.i#^2l) i^^-t-iry^:^n^T-i^Hc*W^^y^t^M^&-t-?>^^ 

,K 10XExTaq.<^;^7T-^5MK dNTP^S^K ^-^^^-^ 
--^-^^lOpmoK ExTaq(TAKARA^±^) ^0. ^ iM^mmyY.X^ 
4^50. l^U 94ri.T0. 55°a.-C0. 72^ac-Cl^^ 

<7.i^^^.V-C'30ll]PCR^nofc. 3.0PCR«^TOPO TA^n~- 
^^>^>b(Invitrogen^±)mWpCR I I - T O P O-^^ ^ " 

LB (Amp+) (lOOMg/xnl^T.^^-.^y:-^^^^ 

frof- '#btL/c^^ ^-^ymm^G e n B a n k -C-tSm<Srli-<. 
o/c/n-^. BSSB2il^^l^oV>-r5' RACE. 3' RACEfel^J:^ 
cDNA^ft^#. j,tS-^i:PC<^a@E^iJ(7^*S^nofc„ i"/^^^. BSS 
P2^„-:.^^:7'-^^--. GSPl^^^^-- (mBSSP2.2 (@a«# 2 
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7) t.tz {imBSSP2. 0 (ia^ll*-g- o o \ \ v- ^ 

BSSP.P3 «a.,**.s) .^.«.,SP..: ,s,.,,^3 3, ) ^^nu _ 

bra.„ Marathon-Ready cDNA (Clontechtt) Srffl^^Xr OKSC#J5-^-iA P 1 
— i±SEGSPl:r9^^-„,.^,,,.^.3^^_ ^^^^^^^^^ 

1 0 p . o , , K*,c<,«^5 A P 2 .-^ , 0 p „ „ 

brain Marathon-ready cDNASr^ai LT P C R Srff ^^|Sl-^ p-^^j,^ - 

^ Hc^f^Cp CR lj_-j-o 

CR I I/mBSSP2*»t. K*t^*#.5DNAO*SE 

6,c.^^. ^^^^^ 2*.J:u-3,c5,«^S,i,.^. 

^^^1«T5/K2 7 3m>?,^., ^^:/2,tT5y»3 11fi,>5>sS 

*J:.rayT-^i LTN*«W= I I e-Va 1 -G I y-G , y-G , 
n '^'"-Va l*.6^&t52 38e«5TSyKEm*aLT^*LT^^^ 
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2 2 


mBSSP2. 0 


Forward 


ATGGTGGAGAAGATCATTCCT 


RACE 


2 3 


rnBSSP2. 1 


ForwEird 


TACAGTGCCCAGAACCATG 


RACE 


2 4 


niBSSPF4 


Forward 


CTCAACTCTCTGCTAGACCG 


RACE 


2 5 


mBSSP2F5 


Forward 


ATAGTTGGCGGCCAAGCTGT 


mature 


2 6 


mBSSPF7 


Forward 


CCCAGCAGAACTTACTGCCT 




2 7 


inBSSP2. 2 


Reverse 


TGTTGCAGAGGTGGGTGCTG 


RACE 


2 8 


mBSSP2R2 


Reverse 


TACCATTGTGTCCTGCAGTGT 


RACE 


2 9 


mBSSP2R5/E 


Reverse 


TGAATTCTGCTGCTTCTTCGGCTAGCG 





53^ 



2 mBSSP 2jt^d^C0-7'^^lSi^'^'^^^'^ 
Ba 1 b/c-^^;=^fc?>V^ti^c^fl&l'l.<^^aSi^'^^^^ QuickPrep Micro mRNA 
purification Kit(Amershan,-Pharmacia) O^a h:^;W-^V^. mRNA^ML 

yJ^-^pCR I l/mBSSP2i;«9mBSSP2<DS^^f^^^-Ki-?>S 
a-^^P dCTPT^^^bfc>^n-:/^5XSSC-C« 

c/0. 1% sDS-e^?a3 0 5^F.l, ixssc/o. i% sds-c-ms 

0. lxSSC/0. 1% SDS-C-6 5°C3O5.-r.1-e20^5feV^. FL 
A 2 0 0 0ffl^^-^^>'^VU-h (m±:7^yvi.^±) {^10®^^-^. 
Lfc. -r^;=^flMl(D|S;^^^mL.^-™RNA. ^#5 0. 10 0. 14 0. 18 
0. 3 0 0. S'ir^. 7>r^. 1 ^(D-^ '>:^<^H^:^^^i^i^'-^-n^RN A (Hi) . 

no/c^^^^i-o ^y-c_hf2-T:itilU^c-^'^;^mRNA=lrReady To Go RT-PCR 
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Beads(A.ersha„,-Pharmacia)^ffi^^r:^«> Nm^DrT^n h - -.Pii r m B S S 

*^.RT-PCR»«*, ^«l2B«„^J:t,s 

KpCR , I/,nBSSP2*^v:^u-Mc, BSSP2^W. 

ivi^-M^p I r c-H I s B(Invitrogen)SrB 

s /m B S S P 2 *«-ij.*S»Sr»7b:. 
*'''^^*»^'*- PTrcHis/n,BSSP2t*=6L 

37CT-tB«Ufc. 600nm<D®*S«!o. 5K/iofc»#. 2 5 0;, I«o 
IM ,PTG Wy^ntV.-,-o (-) TO^hf9y->K) *m 

w.5wr.i««Lfc, ;<o*»Bia,c,^si^_ (io„M 



PCT/JP99/06475 

WO 00/31272 

o 1 

^tf9^^t:-^fli«^Mb. 1 4, 000 rpm. 4°CT'2 0^«'L^LT« 
^mc. ^CDM^^O. 50/0 Tr i ton X- 1 0 0 ^^t.mm^^<^y^ 
T-X^2mm^l^. Triton X - 1 0 0 fci^)l^7KSfcUfcm}:i 8 

U(Dmm^^t^m^^<y^T- ^SUmm. SOmM Tr i s pH8. 5. 

2 0mM 2ME) 3 7 xz-^' 1 mmmt ^ :i t ^^mmvt.. zcD^mm^ 

TALON metal affinity resin (Clontech) l^lii 1 0 mM^ 

Lfc. r C7.^i^4^^ PBSr^M U-r-lfe*3 # tc.^ :^ r -55^ b^^^^ ^ 3 B 
fs^^tfrb. ^>'/^^KmBSSP2-Hi s?r#^Co 

^Jfe^.j4 mB S S P 2 Ki-6ifm-fe V ..^p xT-if i^fefV 

^y.^°^K^pFBTrypS i g T a g /B S S P 2 ^fflV^fc^m 

(1) pFBTr y pS i gTa g/BSSP2(D'f« 

mm^l 1 i: 1 2^T--/l^^*-CNh e I i:B amH I mitl^f.^y^^ 
^^h^Nhe I-BamHUmbLfcpSecTag2A (Invitrogen^±^) 
^AU pSecTrypHi stbfc. 5 m g ^ P S e c T r y p H i s 
^-ICMUT2 0m<4(DB amH I ^*0^, 3 7°C-C'4B#F.^^>itT^if 
em^^-^^^'^-^^^^^-^-^ ^^^^^^ ^*PX.T^^a (2 5^) -C-3 05.^ 

X.-C 6 5 °C-e 3 0 ^Sft^ b/Co 

i^f^ili9-l 4 9 7 9 0^fc(iBiochim. Biophys. Acta, 1350. 11. 1997t^iB 
m^nX^^^^mmM^X. COLO20 imJ:^xnRNA^P$^U cDN 
A^^^U y^^^^KpSPORT/-^— pSPORT/- 

^-uv-^-i^. 3i3i:t;^i4(Dia^ij^^-r^:^-7^-^-^fflv^-rp 

CR?rm\ ::.l-nv'^f§raiS^^cDNA^^#fCo CKDP C RM^^O 3 ' 
ftHOXhol-^^h^lOm^icDXhoIt:-. 3 7°C. 3 ^r.^S)^^^*6 ^ t 
J;^^KlfUfc. -ntpSecTrypHi s^TAKARA ^^^-'^a:/ 
h^ffiV^T^^Ab. p S e c T r y pH i s /-.-P V^^#^c (^3) 
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6<DEm*+5^9^^_Sffl.^Tp S e c T r y pH 

cTag2A«NheItHindIII*^M.»AUy5^5KpTrvpS 

^5;^? KpSecTag2Ac^l,g (0. *s,jffig^jgN h a I 

*^ J: a „H I T- W5 r i tCi 5 . I , G , « , -^-ffi?,,*.- 

aLt«S^T-3 0»r.l«eLTT.-y v^ufc. Nh a . t b a I r- 
ftS LftH i s ^>«a.>^^..iBJ,i p s e c T a g 2 A 1 . , -5-o,.D N A 
v-r^r .>HV+5-J-Va r. 2 (SSitSS;-^, oiftj^g. 0 „ 1 JpA 

^ ^ L 1 - B 1 u a (SIRATAGENEtt) 0 1 

3 7<CT-, l»»^->_*_^ai5««L^., 5. OOOrprnX- 
A$iT,TI,^5t>roS-PCRTi»«?L, ^tlSrpTrypHi sitfc. 

PTrypHi s<^Hi s T a g j q q ^ ^"^^^^^ ^ 

u^^^rmtv^cf^u i . Tagi.>^.^^_^.^^^^^^^^,^^ 

4 0 b p (^^^>r^ P T r y p S i g IzMX I T r. t 
7c (Iil4A) „ 

P T r y p S i g T a g O H y >■>^':^.^6ay,J^.^^^5. „ 
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o-C'(^^bfccDNA^BglIItBaraHim<bl^^o-C^'9aiU. pFa s tBAC 
1 OB a mH I iJ-^ hKWALfz.. #A*l^^iB«^l 4tl9 (DiH^U^W-T 

W$nS^f^(^?fA$tLfc^n->>S:iltRU pFBTr ypS i g 
T a g t b:fc:„ 

5Mg<^pFBTrypSi gTag-^^^-l^^U^2 0^iicDBamHI 

Sti^t) ^^3nx.-c^?a (2 5°c) -c-3 0^FflR)t^^^-c*i^^™bL/c. 

E. coli pTr cHi s/mBSSP2 (^lt##FERM P-17 
0 3 3) :6^b»bfcpTr cHi s /mB S S P 2 */cf* p C R I I /mB S 
SP2^fflV\ iim«^-&-t-PCR^m\ mBSSP2(Df§til^MllK'^cDN 
A^#y-^o ^#P.nfccDNA^pFBTr y pS i g T a g {dff At P F B T r 
y p S i g T a g /mB S S P 2 ^#fc (ill4 B) o ^^^^^^ ^Sia^'J^^^i" 
EU<mBSSP2 ^ ixT V ^ ^5 bfCo 
pFBTrypSigTag/mBSSP2 ^Gibco BRL BAC-TO-BAC - 

B S S P 2 ^i^oM^^X./^^ K^^Mbfc. - n^BAC-TO-BAC n 

(2) ^m?§tt<^S"J^ 

l/-h*^i^ (N i -NTA-Ag arose, Q i a g e n^± 
rinacia^±$^) ^-P B S-^> ^r-l^^mb/Co ^Of-^-T^V^ 5 0 m L t^zn 
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•^y-n^-)--^ nv/x^l., InvitrogenttSi) 10„L«rfflftU *iaT6 

Boc-Phe-Ser«A, Bz-A.g-MCA, Boc-Val-Leu-Lys-MCA, Pyr-«.-Arg-MCA' 
Pro-Phe-Arg-MCA, Boc-Val-Pro-Arg-MCA, Z-Arg-Arg-„CA, Arg-MCA, Z-Phe-Arg- 
MCA) %DMSO,cg«»U m Tris-HCl, (pH8. 0)T-«L 

SSE«3 8 0nm, S*R* 4 6 0 n mlraw 5 , SSgf^fflK^cSAMC (7 

1 » «»e hte^KmRNA (Clontechtt) *S„ipt II (Gibco BRL 
tt) SrfflV^ToIigo dT-Not 1:^5^^- (5. GGCCAaCGTCCACTAGTA C(T) 3') 

^\ hBSSP2<DcDNA»f>tS-»t. r^fte*,»S*5;, 1. lOxExT 
a<,...;,^^_^5.1, <iNTPs*5« 1, iffir9^^-4,^10p„o 
1 - E X T a q (SjSit?±) 5^1 *nxiS«7j<T±a* 5 0 « 1 i L 9 

4t.rT0. 5 51C,CT0. 5^^, 7 2 ^(rx 1 ^.p^ 3 5 @ P 

t. ra*#-effofc. r®PCRg«,5rpGEM-T Ea s y^^^.- 
(Promegatt) , Takara Ligation solution I (SSittt) ii6« 1 6=C 2 
»#MS«Lfc. *««affia?,t*»gjM10 9K»ee«U lb (amp 

J>5=*=*f->/Uft,cJ:5^E5to^^^^j.,^^^ mB S S P 2 ttS^tt^s^u^ 

3.R^CEffi|cJ:^,cDNA^»S,^T±|ai 
mC<SSE»ftfi*fTofc, 3- RACE,*, it«cDNA*»a„Say» 

*30i3 7®Se„JSr*i-5r5^^-4^PCR*mv Ctltl/lOOC 



5 
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RACE^C0V^-C^i. t hS^J^l^^mRNA (Clontech^±) ^Superscript lib 
SMART RACE cDNA aiBplif ication kit (Clontech^i) ffl V^-C R AC Effl<D c D N 
A^\^mV.f^o ^<DcI^^AKn^X^y OXUniversal 
Primer Mix y Y^^M^) ^^^^ ^ iB^'J*^ 3 3 — P C R ^ 

tTo/c^. ^cDPCRM^l/1 OOt^«Ufct.(D^Sl^ Nested PGR 
Primer h ^.ia«^3 4 ^-CP CR^^Tofc. ft 

|^6^tC#/cPCR«^±tS^i5l^TA^n — :/:^^'U ^SIE^U^^^^ 1^"^ 

-rm^nm^-mc. ^/crcDSE^-j^^i^u-ccDNA^s^ 

DNA^»M^b-rPCR^m^pGEM-T Ea s y ^ -IH^ n 

^ft(DcDNA^u-.^:i^Ao^c:^^:^^^KpGEM-TE/hBSSP 

h B s s p 2 ^ ^..^KOT / mum^mm^ i o 

ZcDy^;^^-; K^^t^^^i^^^ E- pGEM-TE/hBSSP 
2^.#:^U l 9 9 9¥7^ 2 7 0j:D, ^K#-S-F E RM P-1 7 4 8 7^ 









la n 




3 0 


BSSP2SPF 


Forward 


ACTGCTGCCCACTGCATG 




3 1 


BSSP2SPR 


Reverse 


CAGGGGTCCCCCGCTGTCTCC 




3 2 


hBSSP2Fll 


Forward 


GCTCTCAACTTCTCAGACAC 


RACE 


3 3 


hBSSP2R12 


Reverse 


ACTCAGCTACCTTGGCGTAG 


RACE 


3 4 


hBSSP2Rll 


Reverse 


CCTGGAGCATATCCGAGCTG 


RACE 


3 5 


hBSSP2Fl2 


Forward 


GCTTTACAACAGTGCTAC 




3 6 


hBSSP2R13/E 


Reverse 


TGGAATTCGAGGAAACAGCAGGACTCAG 




3 7 






TACTAGTCGACGCGTGGCC 
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mmme ^-*Vfttj:5hBssP2 niRNAoMm 

(Clontechtt) IC*tUTh B S S P 2»SW7-a-^^S^.^^_^ 

r^^^ " ^'^^-^^ ^**'--*-*. ^-~y>i^^M^HB S S P 

sir*!' ' ' ' ^ OMA„..«.. ra^. 

BcaBEST rand« labeling kit (SSiS) &ffl^>T9 V^A:/?^ . j. 

^°''°^°S^-«6^t^^.««Stt«FLA- 
2 00 0 m±....Aa) X-mmV±, hBSSP2 n.RNA,C^t-5.>^ 
+^W±. *AIBT-tt*.J:^ 2 . 4 k b ,C, sSAO#K«5T-tt 7 k b i l 3 k b 

*««7 RT-PCRCJ:5hBSSP2 mRNAOMffl 

Clo«echaj:«ALfct Mfl««„RNA*R.ad, To Go Bead. (A 

n,ershan,-Phar„,ac ia) ^ffl.^T*.^ ^ , 

^^BSSP2..M,^RT-PCR^^,.,,(^,^^^,^_^^^^^^ 

saws •'^*-D!>^,^;^^,.j-5^eS3P2^^^ 

PFa s t Ba cl (GibooBRL) tfe ^ h y :/ivy „ ^ , „^ 

J:l> (H 1 s) 6^'#', ai>7-ni-t-_+,(.-nBt*^ , , , ^ 

r.^^.,KpFBTrypSigTag (04. B) (CsSBfth B S S P 2 

I Ip r^''*^' ' ^^^^ « .*i*iU.ch B 

S S P 2<.^^«.^^^, , „ , , ^ ^ ^ ^ 

FBTr.pSigTag,.»ALT, P F a s t B a c T r y p s S i , T a 
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un^^^t^ r i J: ^ . ]EL< B s s p 2 i,mx^f^^x^.^^t^^nm^^f^. 

pFBTrypSigTag/hBSSP2 ^Gibco BRL BAC-TO-BAC 

SSP2^^tom^m^^^^^^ K^^^^U/c. ::n^BAC-TO-BAC .<:^-a^^ 

^:.;.^Wi^^Tofci:^;5. ^^6^^^^^:- K:6^^t±S^^^ hBSSP2(7.^m 
;6S?t^.^ntc (1117) o 

^3 

3 8 hBSSP2F13 Forward ACTGCTGCCCACTGCATG 

3 9 FBTrypsigtagF5 GCGCTAGCAGATCTCCATGAATCTACTCaGATCC ^Sia^'i 



sp2*sj:t)^mBssp2) .Ky^^^i-^^F. ^^h<Dim^. im^^ mU 
'^^^xim^^wm^^^^^^ ^^J- .^igpji^iox. hBssp2ioj; 

IJ^mB S S P 2 ^:./^^«^^e^tJ^f^h B S S P 2^3j:t/mB S S P 2^y W 
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«^ Designed oU.„„.cleotiae to construct plas.i. 

pSecTrypHis 
pSecTrypHis 

SEQ ID m: 13: Designed oligonucleotide pH.er to ^plif, 

neurosm-encoding sequence 

SE« ID no: 14: Designed oligonucleotide pH.er to a.plif, 

neurosin-encoding sequence 

SEQ ID NO: 15: Designed oligonucleotide primer to ^plif, 3 
portion of plasmid pSecTrypHis/Neurosin 

SEQ ID m: 16: Designed oligonucleotide pri^r to amplify a 
portion of plasmid pSecTrypHis/Neurosin 

SEQ ID NO: ,7: Designed oligonucleotide primer to ^lify , 
portion of plasmid pTrypHis 

SEQ ID NO: 18: Designed oligonucleotide primer to ^lify , 
portion of plasmid pTrypSigTag 

SEQ ID NO: ,9: Designed oligonucleotide primer to ^plif, a 
portion of plasmid pFBTrypSigTag 

SEQ ID NO: 20: Designed oligonucleotide primer to amplify 
conserved region of serin proteases-encoding se,ue„ce: n is a. c g or t 
SEQ ID NO: 21: Designed oligonucleotide primer to amplify 
conserved region of serin Proteases-encoding sequence: n is a, c g or t 
SEQ ID NO: 22:Deslg„ed oligonucleotide primer designated as' 
mBSSP2.0 for RACE for mBSSP2 (forward) 

SEQ ID NO: 23: Designed oligonucleotide pri.r designated as 
niBSSP2. 1 for RACE for mBSSP2 (forward) 

SEQ ID NO: 24: Designed oligonucleotide primer designated as 

mBSSPF4 for RACE for mBSSP2 (forward) 



10 



15 



25 
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SEQ ID NO: 25: Designed oligonucleotide primer designated as 
mBSSP2F5 to amplify mature mBSSP2-encoding region (forward) 

SEQ ID NO: 26 Designed oligonucleotide primer designated as 
nfiSSPFT to amplify full-length mBSSP2-encoding mRNA (forward) 

SEQ ID NO: 27: Designed oligonucleotide primer designated as 

mBSSP2. 2 for RACE for mBSSP2 (reverse) 

SEQ ID NO: 28: Designed oligonucleotide primer designated as 

mBSSP2R2 for RACE for mBSSP2 (reverse) 

SEQ ID NO: 29: Designed oligonucleotide primer designated as 
^SSP2R5/E to amplify full-length mBSSP2-encoding mRNA (reverse) 

SEQ ID NO: 30: Designed oligonucleotide primer designated as 
BSSP2SPF to amplify a portion of hBSSP2 (forward) 

SEQ ID NO: 31: Designed oligonucleotide primer designated as 
BSSP2SPR to amplify a portion of hBSSP2 (reverse) 

SEQ ID NO: 32: Designed oligonucleotide primer designated as 

hBSSP2Fll for RACE for hBSSP2 (forward) 

SEQ ID NO: 33: Designed oligonucleotide primer designated as 

hBSSP2R12 for RACE for hBSSP2 (reverse) 

SEQ ID NO: 34: Designed oligonucleotide primer designated as 

hBSSP2Rll for RACE for hBSSP2 (reverse) 

SEQ ID NO: 35: Designed oligonucleotide primer designated as 

hBSSP2F12 to amplify full length hBSSP2 (forward) 

SEQ ID NO: 36: Designed oligonucleotide primer designated as 
hBSSP2R13/E to amplify full length hBSSP2 (reverse) 

SEQ ID NO: 37: Designed oligonucleotide primer for RACE for 

hBSSP2 

SEQ ID NO: 38: Designed oligonucleotide primer designated as 
hBSSP2F13 to amplify a portion of hBSSP2 (forward) 

SEQ ID NO: 39: Designed oligonucleotide primer designated as 
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FBTrpsigtagF5 to detect hBSSP2 

SEQ ID NO: 40: Designed oligonucleotide to construct plasmid pT 

rypHis 

SEQ ID NO: 41: Designed oligonucleotide to construct plasmid pT 

rypHis 
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^ M (D ^ m 



1. mm^2\z.^^-rT^ym2 3 8»b^sT-^y^ia^>i^^i-^^^^^ 
i-T y ^la^'J^^-ra ^ ^^.<^ntmmcD^n^m-t^^ ^--^^^^ ^^^^^^ 

3 . ia^ij#^4 {c^i-r - y ^ 2 7 3 i@;6>bfi5o^T / ^la^u^^-T^ ^ >^^< 

4 iE«^3O^»##2 4 7~1 0 6 5lC^-ri^Sia^'k SE^'J#^4(^^ 
h y ^v^^:/ h/^^^4^T-T:-W:^'y ^'-^^'^^ :0^oia^'J#^4iOT:-rT y ^IH 

5. ga^.j#^6i^^-rT^^ym3 i iffi^^^>^?>T^^ym@a^>J^^-r^^^^^ 
tt^t.u<f^M$nfcT5y^@a^>J^^^'^^'5, i,^^mm%^\^^^ 

6 5 5 1 6-1 44 8 izL^-T^ssa^'J. sa^'J*^ 6 (C^ 

-rr^^y^ia^i]^— K-r^^ssa^'i^ ^fct*. -nbi^tgffifi^^^^sia^'i^^ 
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7. 



9 • iB^IJ#-^ 1 0 (DT K / m&-^ 1 ^ 9 /I n 

10. SB!njS-§-9©jgMag„7__ 

11. ia?iJS#i 0®T? 1 , o^„, 

«^ 2 1 ... 4 0 , , J ° 
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;0^oia^ij#^ 1 0 COT 5: y m^-^- 2 l 7 ~ 2 4 O ICTjk-tT 5 y ^SE^U^* 

1 3. iE^ij#-^i ooT^ 2 1 7~- 1 {w^-rr^ y^2 i TiS/?)^ 

5 -2 1 7 — 1 {^^i-T5 yMSB?|J^c*3v^-cl U< ttM<7:)T^ y^/is^^^. 
a^ti L < i-^ma^titLT 5 y ^is^ij^^ ^ 1? . ;ei^oia?ij#-^ i o (©r ^ y m# 
•^-2 1 7 — iiz^i-T% ym^m^^-t^i^^y-^^Ktmmco^M^^-f-^ 

1 4 . @E?iJ#-^ 9 1 5 6 ~ 8 0 6 \::^-tm.^mn. ia^lj#^ 1 0 CD 

10 T 5 y @^#-^- 2 17 — 1 KTsk-rr ^ y ^la^ij^ Ki-5*tKsa?iJ. */ctt, 
oia^ij#^ 1 0 cDT 5 y 2 1 7 ~- 1 id^-f-T 5 y ^la^ij^^-r-s ^ ^ 

16. ia^iJ#-^3tc^-r:^SiE^iJ, ^:^ci{i. Zti{:mm^fJ:^MmMt :^ h V 

^>?3. ^ b /^^^47rx'^^^ y X :*>o. ia?ij#-i- 5 tc^-r±^siE^ij;eis 

1 8 . iE^iJ#-§- 7 {c^i-i^*iS?iJ. ^ fc\±. rnictg^i^^/cfigSiH^iJ i h y 

25 - K-rs ^ m^cotiWSr^i-^ ^ >XN°^K^Z7~ K-r-Si^SiE^iJo 

19. iE^iJ#-^9tc^i-:^Sia^iJ. ^fcti. ^i^^c:tg^i6^;^^:^SgS^lJ^::^ h y 

2 0. W5jtJl2. 4, 6, 8. 10. 12. 1 4 ~ 1 9 c^VN-ftl/i^ 1 oicfggt 
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2 1. lt?}tJl2, 4. 6, 8, 10. 12. 1 4~ 1 9(7D^^-ffl^^lo(Cffi^ 
2 2. m^^2. 4. 6. 8, 1 5~1 8cDV^-ft^;^)^lo^CtBi^<D^S@a^lJT' 

2 3. m^mi 0. 12. 1 4^fcf±l 9©^^-ri^;^|^lot;IfE«c®igSia^|J■T:• 
ff^®«Lfc«^tff* L. M;i^tLfih B S S P 2 ^S^-fS d i ^mWit-f 

10 2 4. *BJ!S;?»^«ffi. ltl%«*ytfiM*«-efe^. tt*3S2 2*fc(i2 3 

2 5. B S S P 2it^E^(D^mi/^^U^Ir^<k$-tiryt h 

2 6. BSSP2iieWBSSP2^='— K-r?)cDNA. ^VADNA^ 

2 8. BssP25te^(^^ltg^^«$-ii:fcy i/^T-i' h-7'i7;^o 

2 9. st^rii. 3. 5. 7. 9. 1 it.fzi,-ii 3m^irfi-/)^i-Dizmm<D^ 

3 0. :^V^ti -^y^fctft:. ^ y i> n — :^yvtrL^^ fcfi'-^:/^^ K^rL#:-Cfe Sit 
3 1. t hJ|^^cD?aifiLtiji|^}c:»*^l . 3. 5. 7. 9, ll*fc^il3(D^^ 

25 iftj^^mu. M^fctty >'^^°tp^M^L. "ttihK^^n^^w^m^m^^ 
liM-rs w i ^-g-tp. m^mi. s. 5. 7. 9. 1 i^/ciii sovx-rnji^i 

3 2. tt^^ll. 3. 5. 7. 9. 1 l^fcttl 3c7)V^-fi^;^)^10^Cfe«6(^^5' 
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33. n^m9. 1 i^^cm 3(Dv^-rn;^^lo}cIS«fe(^^:/^^^«^=^^*^ 

34. iS*Jl9. 1 l^/cftl 3(7:)V^W^lol^|B«<D^^-^-^^e*/c}i^ 

h B s s p 2 t^w^(OYiB s s p 2 %f^\^^(omyyt^^^m^^^^^^. ^ 
i^tKJtLf^mmth B s s p 2(D*;5^b^^^^4'<DhB s s p2tfci-^^(Dmn 
(D^^^m-r^. mw^^^B s s p 2-^tc^t^(Dm}^^m^ir^:^m. 

3 5. f«*:«3 2 ~ 3 4 cDV>-rtL;^^ 1 o{c|2^(D^ifeo 

3 6. m^mi. 3. 5. 7. 9. 1 l^/clil 3(^V^-rtU*^lol^la«fe(D^ 

3 7. mizi^i-^^r^wy^-^'^-'^^ T^;6^^<^#Kff^::fflv^Sft*^I3 effiife 

3 9. mm^fMm'f-^^i^''f^^^m<Dnm\^m^^^m^^^ emmcD^—^ 



4 0. m 
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mBSSP-2 



1-1 ^ ^ w 
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[112 



mBSSP-2 



» S g ^ gc ^ 4d: S £ S 
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Nhel 



Xhol 




^ DOOOK ^ 



^(MJ N 



myc xt'l — 
pSecTrypHis/— J.— Pi^> 
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114 



Nhel 



Hindlll 




IgGK'J-y- 



i(His)6f 



pSecTagZA ^ 



Nhel 



H'mdill 




OOOOK 



Nhel 



Hindlll 



mycxfcl — ^7 



pTrypSig 



Hindlli BamHI 




DCXXK 
Hindlll BamHI 



Nhel Hindlll BamMi 



B 



'(His)^:->, 



myc xtfh— 'I^ 
pTrVpSigTag 



_pol 

MCSsv407ttgA 
pFastBACl 




Hindlll BamHI 



w^riwwJE ^^^^^^ 



DCXXX DOOCK 



Balll Hin( 



Hindlll BamHI 

I 

(Hls)6i4 

CXX)OK DCXXK 

SV407t^'JA 

pFBTrypSigTag , 



EcoRI 



JBSSP 2 



Bglll 



1 



Hindlll E"*^' 



PFBTrypSigTag/ BSSP 2 , 
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Pa Ki Sk Li Lu PI Br He 



Ki Li Lu Br 
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me 



F12 F13 F12 F13 F12 F13 
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kDa 



97 — 
50^ 




27.5 — 



m 
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SEQUENCE LISTING 

<110> Fuso Pharmaceutical Industries Ltd. 

5 <120> Novel serine protease BSSP2 

<130> 661638 

<150> JP 10-347785 
10 <151> 1998-11-20 

<160> 41 

<210> 1 
15 <211> 717 

<212> DNA 
<213> mouse 

<400> 1 

20 ata gtt ggc ggc caa get gtg got tot ggg ego tgg cca tgg caa get age 51 

He Val Gly Gly Gin Ala Val Ala Ser Gly Arg Trp Pro Trp Gin Ala Ser 

15 10 15 

gtg atg ctt ggc tec egg eac aeg tgt ggg gee tet gtg ttg gea cea eac 102 

Val Met Leu Gly Ser Arg His Thr Cys Gly Ala Ser Val Leu Ala Pro His 

25 20 25 30 

tgg gta gtg act get gee eac tgc atg tac agt tte agg ctg tec cge eta 153 

Trp Val Val Thr Ala Ala His Cys Met Tyr Ser Phe Arg Leu Ser Arg Leu 

35 40 45 50 

tee age tgg egg gtt eat gea ggg ctg gtc age cat ggt get gte cga caa 204 



PCT/JP99/06475 

WO 00/31272 

2/35 

Ser Ser Trp Arg Val His Ala Gly Leu Val Ser His Gly Ala Val Arg Gin 

55 60 65 

cac cag gga act atg gtg gag aag ate att cct cat cct ttg tac agt gcc 255 
His Gin Gly Thr Met Val Glu Lys lie He Pro His Pro Leu Tyr Ser Ala 
5 70 75 80 85 

cag aac cat gac tat gat gtg get ctg ctg cag etc egg aca cca ate aac 306 
Gin Asn His Asp Tyr Asp Val Ala Leu Leu Gin Leu Arg Thr Pro He Asn 

90 95 100 

ttc tea gac acc gtg gac get gtg tge ttg ccg gcc aag gag cag tac ttt 357 
10 Phe Ser Asp Thr Val Asp Ala Val Cys Leu Pro Ala Lys Glu Gin Tyr Phe 

105 110 115 

cca tgg ggg teg cag tge tgg gtg tct ggc tgg ggc cac acc gac cec age 408 
Pro Trp Gly Ser Gin Cys Trp Val Ser Gly Trp Gly His Thr Asp Pro Ser 
120 125 130 135 

15 cat act cat age tea gat aca ctg cag gac aca atg gta cec ctg etc age 459 

His Thr His Ser Ser Asp Thr Leu Gin Asp Thr Met Val Pro Leu Leu Ser 

140 145 150 

acc cac etc tge aac age tea tge atg tac agt ggg gea ctt aca cac cgc 510 
Thr His Leu Cys Asn Ser Ser Cys Met Tyr Ser Gly Ala Leu Thr His Arg 
20 155 160 165 170 

atg ttg tgt get ggc tac ctg gat gga agg gea gac gca tge cag gga gac 561 
Met Leu Cys Ala Gly Tyr Leu Asp Gly Arg Ala Asp Ala Cys Gin Gly Asp 

175 180 185 

age ggg gga cec ctg gta tgt cec agt ggt gac aeg tgg cac ctt gta ggg 612 
25 Ser Gly Gly Pro Leu Val Cys Pro Ser Gly Asp Thr Trp His Leu Val Gly 

190 195 200 

gtg gtc age tgg ggt cgt ggc tgt gca gag cec aat cgc cca ggt gte tat 663 
Val Val Ser Trp Gly Arg Gly Cys Ala Glu Pro Asn Arg Pro Gly Val Tyr 
205 210 215 220 
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gcc aag gta gca gag ttc ctg gac tgg ate cat gac act gtg cag gtc cgc 714 
Ala Lys Val Ala Glu Phe Leu Asp Trp lie His Asp Thr Val Gin Val Arg 
225 230 235 

717 

tag 



<210> 2 
<211> 238 
<212> PRT 
<213> mouse 



<400> 2 

He Val Gly Gly Gin Ala Val Ala Ser Gly Arg Trp Pro Trp Gin Ala Ser 

15 10 15 

Val Met Leu Gly Ser Arg His Thr Cys Gly Ala Ser Val Leu Ala Pro His 

20 25 30 

Trp Val Val Thr Ala Ala His Cys Met Tyr Ser Phe Arg Leu Ser Arg Leu 
35 40 45 50 

Ser Ser Trp Arg Val His Ala Gly Leu Val Ser His Gly Ala Val Arg Gin 

55 60 65 

His Gin Gly Thr Met Val Glu Lys He He Pro His Pro Leu Tyr Ser Ala 
70 75 80 85 

Gin Asn His Asp Tyr Asp Val Ala Leu Leu Gin Leu Arg Thr Pro He Asn 

90 95 100 

Phe Ser Asp Thr Val Asp Ala Val Cys Leu Pro Ala Lys Glu Gin Tyr Phe 

105 110 115 

Pro Trp Gly Ser Gin Cys Trp Val Ser Gly Trp Gly His Thr Asp Pro Ser 
120 125 130 135 

His Thr His Ser Ser Asp Thr Leu Gin Asp Thr Met Val Pro Leu Leu Ser 
140 145 150 



' PCT/JP99/06475 
wo 00/31272 ^^^^ 

Thr His Leu Cys Asn Ser Ser Cys Met Tyr Ser Gly Ala Leu Thr His Arg 
155 160 165 170 

Met Leu Cys Ala Gly Tyr Leu Asp Gly Arg Ala Asp Ala Cys Gin Gly Asp 

175 180 185 

Ser Gly Gly Pro Leu Val Cys Pro Ser Gly Asp Thr Trp His Leu Val Gly 

190 195 200 

Val Val Ser Trp Gly Arg Gly Cys Ala Glu Pro Asn Arg Pro Gly Val Tyr 
205 210 215 220 

Ala Lys Val Ala Glu Phe Leu Asp Trp lie His Asp Thr Val Gin Val Arg 
225 230 235 



<210> 3 
<211> 1685 
<212> DNA 
<213> mouse 



60 
120 
180 
240 
291 



<400> 3 

ctcacatgta tctttcagaa taaatggaga ggatcttctg cttcaagtac aagtaagagc 
tcggccagac tggctcctgg tatgccatga gggccggagc ccagccctgg gcatgcacat 
ctgcaagagt cttgggcata tcaggcttac tcaacacaag gccgtgaatc tgtctgacat 
caagctcaac agatcccagg agtttgctca actctctgct agaccgggag gccttgtaga 
ggaggc atg gaa gcc cag gta ggg ctt ctg tgg gtt age get aae tgt cct 
Met Glu Ala Gin Val Gly Leu Leu Trp Val Ser Ala Asn Cys Pro 
-35 -30 -25 

tct gge cga att gtt tct etc aaa tgt tet gag tgt ggg gca agg cct ctg 342 
Ser Gly Arg He Val Ser Leu Lys Cys Ser Glu Cys Gly Ala Arg Pro Leu 

-20 -15 -10 '5 

get tct cga ata gtt ggc ggc caa get gtg get tct ggg egc tgg cca tgg 393 

Ala Ser Arg He Val Gly Gly Gin Ala Val Ala Ser Gly Arg Trp Pro Trp 
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caa get age gtg atg ctt ggc tec egg cac acg tgt ggg gcc tct gtg ttg 444 
Gin Ala Ser Val Met Leu Gly Ser Arg His Thr Cys Gly Ala Ser Val Leu 
15 20 25 30 

5 gca oca cac tgg gta gtg act get gcc cac tgc atg tac agt ttc agg ctg 495 

Ala Pro His Trp Val Val Thr Ala Ala His Cys Met Tyr Ser Phe Arg Leu 

35 40 45 

tec cgc eta tec age tgg egg gtt cat gca ggg ctg gtc age eat ggt get 546 
Ser Arg Leu Ser Ser Trp Arg Val His Ala Gly Leu Val Ser His Gly Ala 
10 50 55 60 65 

gtc cga caa cac cag gga act atg gtg gag aag ate att ect cat cct ttg 597 
Val Arg Gin His Gin Gly Thr Met Val Glu Lys lie He Pro His Pro Leu 

70 75 80 

tac agt gcc cag aac cat gac tat gat gtg get ctg ctg cag etc egg aca 648 
15 Tyr Ser Ala Gin Asn His Asp Tyr Asp Val Ala Leu Leu Gin Leu Arg Thr 

85 90 95 

cca ate aac ttc tea gac ace gtg gac get gtg tgc ttg ccg gcc aag gag 699 
Pro He Asn Phe Ser Asp Thr Val Asp Ala Val Cys Leu Pro Ala Lys Glu 
100 105 110 115 

20 cag tac ttt cca tgg ggg teg cag tgc tgg gtg tct ggc tgg ggc cae ace 750 

Gin Tyr Phe Pro Trp Gly Ser Gin Cys Trp Val Ser Gly Trp Gly His Thr 

120 125 130 

gac cec age cat act cat age tea gat aca ctg cag gac aca atg gta cec 801 
Asp Pro Ser His Thr His Ser Ser Asp Thr Leu Gin Asp Thr Met Val Pro 
25 135 140 145 150 

ctg etc age acc eae etc tge aac age tea tgc atg tac agt ggg gca ctt 852 
Leu Leu Ser Thr His Leu Cys Asn Ser Ser Cys Met Tyr Ser Gly Ala Leu 

155 160 165 

aca cac cgc atg ttg tgt get ggc tac ctg gat gga agg gca gac gca tgc 903 
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Thr His Arg Met Leu Cys Ala Gly Tyr Leu Asp Gly Arg Ala Asp Ala Cys 

170 175 180 

cag gga gac age ggg gga ccc ctg gta tgt ccc agt ggt gac acg tgg cac 954 
Gin Gly Asp Ser Gly Gly Pro Leu Val Cys Pro Ser Gly Asp Thr Trp His 
185 190 195 200 

ctt gta ggg gtg gtc age tgg ggt cgt ggc tgt gca gag ccc aat cgc cca 1005 
Leu Val Gly Val Val Ser Trp Gly Arg Gly Cys Ala Glu Pro Asn Arg Pro 

205 210 215 

ggt gtc tat gcc aag gta gca gag ttc ctg gac tgg ate cat gae act gtg 1056 
Gly Val Tyr Ala Lys Val Ala Glu Phe Leu Asp Trp He His Asp Thr Val 
220 225 230 235 

cag gtc cgc tagccgaaga agcagcagca gecacctgtg acgcegagct gtggatcgcc 1115 
Gin Val Arg 



catggatcac cccagtctgg gggccagcat ctgggtcact gggcctctcc ccaaaggctc 1175 

tgacttcgag ttcatcttte tcatctgaga acetccacaa eaggaaaagg agtctgeggc 1235 

tagattggga atgatggtga gaggaaggga taggaggaca gaagagacag cagaggctte 1295 

tggaagcatc tgggagactg ctcctctget cceeccacac eccaegtgea tccactgggg 1355 

gatgctggag atgcccaatc cttgtttctt gtggggccac tggaaggeta agtccaactt 1415 

tagaggatge cctgtctcga gagttactag gcagataagg ttaaggttgg acaagctcag 1475 

gtaaaggcac ggaagtcaag atcccctctc ccccgtgcgg tectgttctg aggtaagcta 1535 

atagccecgc accaggcaga ggtctacagg gtaagaagga tgcagttggg ctacacgacg 1595 

ctatttttca aatgatgttt ctgtaaattg gttgagagag ttttgttatt aaaeagaaat 1655 

tatgtataaa aaaaaaaaaa aaaaaaaaaa 1685 



<210> 4 
<211> 273 
<212> PRT 
<213> mouse 
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<400> 4 

Met Glu Ala Gin Val Gly Leu Leu Trp Val Ser Ala Asn Cys Pro 
-35 -30 -25 

5 Ser Gly Arg He Val Ser Leu Lys Cys Ser Glu Cys Gly Ala Arg Pro Leu 

-20 -15 -10 ~5 

Ala Ser Arg He Val Gly Gly Gin Ala Val Ala Ser Gly Arg Trp Pro Trp 

-11 5 10 

Gin Ala Ser Val Met Leu Gly Ser Arg His Thr Cys Gly Ala Ser Val Leu 
10 15 20 25 30 

Ala Pro His Trp Val Val Thr Ala Ala His Cys Met Tyr Ser Phe Arg Leu 

35 40 45 

Ser Arg Leu Ser Ser Trp Arg Val His Ala Gly Leu Val Ser His Gly Ala 
50 55 60 65 

15 Val Arg Gin His Gin Gly Thr Met Val Glu Lys He He Pro His Pro Leu 

70 75 80 

Tyr Ser Ala Gin Asn His Asp Tyr Asp Val Ala Leu Leu Gin Leu Arg Thr 

85 90 95 

Pro He Asn Phe Ser Asp Thr Val Asp Ala Val Cys Leu Pro Ala Lys Glu 
20 100 105 110 115 

Gin Tyr Phe Pro Trp Gly Ser Gin Cys Trp Val Ser Gly Trp Gly His Thr 

120 125 130 

Asp Pro Ser His Thr His Ser Ser Asp Thr Leu Gin Asp Thr Met Val Pro 
135 140 145 150 

25 Leu Leu Ser Thr His Leu Cys Asn Ser Ser Cys Met Tyr Ser Gly Ala Leu 

155 160 165 

Thr His Arg Met Leu Cys Ala Gly Tyr Leu Asp Gly Arg Ala Asp Ala Cys 

170 175 180 

Gin Gly Asp Ser Gly Gly Pro Leu Val Cys Pro Ser Gly Asp Thr Trp His 
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185 190 195 200 

Leu Val Gly Val Val Ser Trp Gly Arg Gly Cys Ala Glu Pro Asn Arg Pro 

205 210 215 

Gly Val Tyr Ala Lys Val Ala Glu Phe Leu Asp Trp lie His Asp Thr Val 
5 220 225 230 235 

Gin Val Arg 



<210> 5 
<211> 2068 
10 <212> DNA 

<213> mouse 



<400> 5 

ctggctgggc tgttgaatca atcccgacat gaggacagga gcctcaccct gcccagcaga 60 
15 acttactgcc ttatatcagt gcagctgact catatgagtc caacactgga tgaccaaagc 120 

ccaatggaga ttcggtgcac ggaagagggt gctgggcctg ggatcttcag aatggagttg 180 
ggagaccaga ggcaatccat ttctcagtcc caacgctggt gctgcctgca acgtggctgt 240 
gtaatactgg gcgtcctggg gctgctggct ggagcaggca ttgcttcatg gctcttagtg 300 
ttgtatctat ggccggctgc ctctccatcc atctctggga cgttgcagga ggaggagatg 360 
20 actttgaact gtccaggagt gagctgtgag gaagagctcc ttccatctct tcccaaaaca 420 

gaataaatgg aggggatctt ctgcttcaag tacaagtaag agctcggcca gactggctcc 480 
tggtctgcca tgagggctgg agccccgccc tgggc atg cac ate tgc aag agt ctt 536 

Met His lie Cys Lys Ser Leu 
-70 

25 ggg cat ate agg ctt act caa cac aag gee gtg aat ctg tct gac ate aag 587 

Gly His lie Arg Leu Thr Gin His Lys Ala Val Asn Leu Ser Asp lie Lys 
-65 -60 -55 -50 

etc aac aga tec eag gag ttt get caa etc tct get aga ccg gga gge ctt 638 
Leu Asn Arg Ser Gin Glu Phe Ala Gin Leu Ser Ala Arg Pro Gly Gly Leu 
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-45 -40 -35 

gta gag gag gca tgg aag ccc age get aac tgt cct tet ggc ega att gtt 689 
Val Glu Glu Ala Trp Lys Pro Ser Ala Asn Cys Pro Ser Gly Arg lie Val 
-30 -25 -20 

5 tot cte aaa tgt tet gag tgt ggg gca agg cct ctg get tct cga ata gtt 740 

Ser Leu Lys Cys Ser Glu Cys Gly Ala Arg Pro Leu Ala Ser Arg He Val 
-15 -10 -5 -1 1 

ggc ggc caa get gtg get tct ggg cgc tgg cca tgg caa get age gtg atg 791 
Gly Gly Gin Ala Val Ala Ser Gly Arg Trp Pro Trp Gin Ala Ser Val Met 
10 5 10 15 

ett ggc tec egg cac acg tgt ggg gee tct gtg ttg gca cca cac tgg gta 842 
Leu Gly Ser Arg His Thr Cys Gly Ala Ser Val Leu Ala Pro His Trp Val 

20 25 30 35 

gtg act get gee cac tgc atg tac agt ttc agg ctg tec cgc eta tec age 893 
15 Val Thr Ala Ala His Cys Met Tyr Ser Phe Arg Leu Ser Arg Leu Ser Ser 

40 45 50 

tgg egg gtt cat gca ggg ctg gte age cat ggt get gtc cga caa cac cag 944 
Trp Arg Val His Ala Gly Leu Val Ser His Gly Ala Val Arg Gin His Gin 
55 60 65 70 

20 gga act atg gtg gag aag ate att cct cat cct ttg tac agt gcc cag aac 995 

Gly Thr Met Val Glu Lys He He Pro His Pro Leu Tyr Ser Ala Gin Asn 

75 80 85 

cat gac tat gat gtg get ctg ctg cag cte egg aca cca ate aac ttc tea 1046 
His Asp Tyr Asp Val Ala Leu Leu Gin Leu Arg Thr Pro He Asn Phe Ser 
25 90 95 100 

gac acc gtg gac get gtg tgc ttg ccg gcc aag gag cag tac ttt cca tgg 1097 
Asp Thr Val Asp Ala Val Cys Leu Pro Ala Lys Glu Gin Tyr Phe Pro Trp 
105 110 115 120 

ggg teg cag tgc tgg gtg tct ggc tgg ggc cac acc gac ccc age cat act 1148 
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Gly Ser Gin Cys Trp Val Ser Gly Trp Gly His Thr Asp Pro Ser His Thr 

125 130 135 

cat age tea gat aca ctg cag gac aca atg gta ccc ctg etc age ace eac 1199 
His Ser Ser Asp Thr Leu Gin Asp Thr Met Val Pro Leu Leu Ser Thr His 
5 140 145 150 155 

etc tgc aac age tea tgc atg tac agt ggg gca ctt aca cae cge atg ttg 1250 
Leu Cys Asn Ser Ser Cys Met Tyr Ser Gly Ala Leu Thr His Arg Met Leu 

160 165 170 

tgt get ggc tae ctg gat gga agg gca gac gea tgc cag gga gac age ggg 1301 
10 Cys Ala Gly Tyr Leu Asp Gly Arg Ala Asp Ala Cys Gin Gly Asp Ser Gly 

175 180 185 

gga eec ctg gta tgt eec agt ggt gac acg tgg eac ctt gta ggg gtg gtc 1352 
Gly Pro Leu Val Cys Pro Ser Gly Asp Thr Trp His Leu Val Gly Val Val 
190 195 200 205 

15 age tgg ggt cgt ggc tgt gca gag ccc aat cge cea ggt gte tat gee aag 1403 

Ser Trp Gly Arg Gly Cys Ala Glu Pro Asn Arg Pro Gly Val Tyr Ala Lys 

210 215 220 

gta gca gag tte ctg gac tgg ate cat gac act gtg cag gte cge tagcega 1455 
Val Ala Glu Phe Leu Asp Trp He His Asp Thr Val Gin Val Arg 
20 225 230 235 

agaagcagea gcagccacct gtgaegccga gctgtggatc gcccatggat caccecagtc 1515 
tgggggecag catctgggtc actgggcctc tccecaaagg ctetgactte gagttcatct 1575 
ttctcatctg agaacctcca caacaggaaa aggagtctgc ggctagattg ggaatgatgg 1635 
tgagaggaag ggataggagg acagaagaga eagcagaggc ttctggaagc atetgggaga 169d 
25 ctgcteetct geteccccca caececacgt gcatccactg ggggatgetg gagatgeeca 1755 

atecttgttt ettgtgggge cactggaagg etaagtceaa etttagagga tgecetgtet 1815 
cgagagttac taggeagata aggttaaggt tggacaagct caggtaaagg caeggaagtc 1875 
aagatccect etccecegtg eggtcctgtt ctgaggtaag etaatagcee cgcaecaggc 1935 
agaggtctae agggtaagaa ggatgcagtt gggctacacg acgctatttt teaaatgatg 1995 
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tttctgtaaa ttggttgaga gagttttgtt attaaacaga aattatgtat aaaaaaaaaa 2055 

2068 

aaaaaaaaeia aaa 



<210> 6 
<211> 311 
<212> PRT 
<213> mouse 



<400> 6 

Met His He Cys Lys Ser Leu 
-70 

Gly His lie Arg Leu Thr Gin His Lys Ala Val Asn Leu Ser Asp He Lys 
-65 -60 -55 -50 

Leu Asn Arg Ser Gin Glu Phe Ala Gin Leu Ser Ala Arg Pro Gly Gly Leu 

-45 -40 -35 

Val Glu Glu Ala Trp Lys Pro Ser Ala Asn Cys Pro Ser Gly Arg lie Val 

-30 -25 -20 

Ser Leu Lys Cys Ser Glu Cys Gly Ala Arg Pro Leu Ala Ser Arg He Val 
-15 -10 -5 -1 1 

Gly Gly Gin Ala Val Ala Ser Gly Arg Trp Pro Trp Gin Ala Ser Val Met 

5 10 15 

Leu Gly Ser Arg His Thr Cys Gly Ala Ser Val Leu Ala Pro His Trp Val 

20 25 30 35 

Val Thr Ala Ala His Cys Met Tyr Ser Phe Arg Leu Ser Arg Leu Ser Ser 

40 45 50 

Trp Arg Val His Ala Gly Leu Val Ser His Gly Ala Val Arg Gin His Gin 
55 60 65 70 

Gly Thr Met Val Glu Lys He He Pro His Pro Leu Tyr Ser Ala Gin Asn 
75 80 85 



10 



15 
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His Asp Tyr Asp Val Ala Leu Leu Gin Leu Arg Thr Pro He Asn Phe Ser 

90 95 100 

Asp Thr Val Asp Ala Val Cys Leu Pro Ala Lys Glu Gin Tyr Phe Pro Trp 
105 110 115 120 

Gly Ser Gin Cys Trp Val Ser Gly Trp Gly His Thr Asp Pro Ser His Thr 

125 130 135 

His Ser Ser Asp Thr Leu Gin Asp Thr Met Val Pro Leu Leu Ser Thr His 
140 145 150 155 

Leu Cys Asn Ser Ser Cys Met Tyr Ser Gly Ala Leu Thr His Arg Met Leu 

160 165 170 

Cys Ala Gly Tyr Leu Asp Gly Arg Ala Asp Ala Cys Gin Gly Asp Ser Gly 

175 180 185 

Gly Pro Leu Val Cys Pro Ser Gly Asp Thr Trp His Leu Val Gly Val Val 
190 195 200 205 

Ser Trp Gly Arg Gly Cys Ala Glu Pro Asn Arg Pro Gly Val Tyr Ala Lys 

210 215 220 

Val Ala Glu Phe Leu Asp Trp lie His Asp Thr Val Gin Val Arg 
225 230 235 



20 <210> 7 

<211> 2070 
<212> DNA 
<213> mouse 



25 <400> 7 

cccagcagaa cttactgcct tatatcagtg cagctgactc atatgccctg gtgtggggct 
gctggatctt caaccactat ttctccagag tccaacactg gatgaccaaa gccca atg 

Met 
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gag att egg tgc acg gaa gag ggt get ggg cct ggg ate ttc aga atg gag 169 
Glu He Arg Cys Thr Glu Glu Gly Ala Gly Pro Gly He Phe Arg Met Glu 
-205 -200 -195 -190 

ttg gga gac cag agg caa tee att tet cag tec caa cgc tgg tge tgc ctg 220 
Leu Gly Asp Gin Arg Gin Ser He Ser Gin Ser Gin Arg Trp Cys Cys Leu 

-185 -180 -175 

eaa egt gge tgt gta ata ctg ggc gte ctg ggg ctg ctg get gga gea ggc 271 
Gin Arg Gly Cys Val He Leu Gly Val Leu Gly Leu Leu Ala Gly Ala Gly 

-170 -165 -160 

att get tea tgg etc tta gtg ttg tat eta tgg eca get gee tct cea tec 322 
He Ala Ser Trp Leu Leu Val Leu Tyr Leu Trp Pro Ala Ala Ser Pro Ser 
-155 -150 -145 -140 

ate tet ggg acg ttg cag gag gag gag atg act ttg aac tgt cea gga gtg 373 
He Ser Gly Thr Leu Gin Glu Glu Glu Met Thr Leu Asn Cys Pro Gly Val 

-135 -130 -125 

age tgt gag gaa gag etc ctt cea tet ctt ccc aaa aca gta tct ttc aga 424 
Ser Cys Glu Glu Glu Leu Leu Pro Ser Leu Pro Lys Thr Val Ser Phe Arg 
-120 -115 -110 "1°^ 

ata aat gga gag gat ctt ctg ctt caa gta caa gta aga get egg eca gac 475 
He Asn Gly Glu Asp Leu Leu Leu Gin Val Gin Val Arg Ala Arg Pro Asp 

-100 -95 -90 

tgg etc ctg gte tgc cat gag gge tgg age ccc gee ctg ggc atg eac ate 526 
Trp Leu Leu Val Cys His Glu Gly Trp Ser Pro Ala Leu Gly Met His He 

-85 -80 -75 

tge aag agt ctt ggg cat ate agg ctt act caa cae aag gee gtg aat ctg 577 
Cys Lys Ser Leu Gly His He Arg Leu Thr Gin His Lys Ala Val Asn Leu 
-70 -65 -60 -55 

tct gae ate aag etc aac aga tee cag gag ttt get eaa etc tct get aga 628 
Ser Asp He Lys Leu Asn Arg Ser Gin Glu Phe Ala Gin Leu Ser Ala Arg 
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-50 -45 -40 

ccg gga ggc ctt gta gag gag gca tgg aag ccc age get aae tgt cet tct 679 
Pro Gly Gly Leu Val Glu Glu Ala Trp Lys Pro Ser Ala Asn Cys Pro Ser 
-35 -30 -25 -20 

5 ggc cga att gtt tct etc aaa tgt tet gag tgt ggg gca agg eet ctg get 730 

Gly Arg He Val Ser Leu Lys Cys Ser Glu Cys Gly Ala Arg Pro Leu Ala 

-15 -10 -5 

tct cga ata gtt ggc ggc caa get gtg get tct ggg cgc tgg cca tgg caa 781 
Ser Arg He Val Gly Gly Gin Ala Val Ala Ser Gly Arg Trp Pro Trp Gin 
10 -11 5 10 15 

get age gtg atg ctt ggc tec egg cae aeg tgt ggg gee tct gtg ttg gca 832 
Ala Ser Val Met Leu Gly Ser Arg His Thr Cys Gly Ala Ser Val Leu Ala 

20 25 30 

cca cac tgg gta gtg act get gee cac tgc atg tac agt ttc agg ctg tec 883 
15 Pro His Trp Val Val Thr Ala Ala His Cys Met Tyr Ser Phe Arg Leu Ser 

35 40 45 

cgc eta tec age tgg egg gtt cat gca ggg ctg gtc age cat ggt get gtc 934 
Arg Leu Ser Ser Trp Arg Val His Ala Gly Leu Val Ser His Gly Ala Val 
50 55 60 65 

20 cga caa cac cag gga act atg gtg gag aag ate att cet cat cct ttg tac 985 

Arg Gin His Gin Gly Thr Met Val Glu Lys He He Pro His Pro Leu Tyr 

70 75 80 

agt gcc cag aac cat gac tat gat gtg get ctg ctg cag etc egg aca cca 1036 
Ser Ala Gin Asn His Asp Tyr Asp Val Ala Leu Leu Gin Leu Arg Thr Pro 
25 85 90 95 100 

ate aac ttc tea gac acc gtg gac get gtg tgc ttg ccg gcc aag gag cag 1087 
He Asn Phe Ser Asp Thr Val Asp Ala Val Cys Leu Pro Ala Lys Glu Gin 

105 110 115 

tac ttt cca tgg ggg teg cag tgc tgg gtg tct ggc tgg ggc cac acc gac 1138 
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Tyr Phe Pro Trp Gly Ser Gin Cys Trp Val Ser Gly Trp Gly His Thr Asp 

120 125 130 

ccc age cat act cat age tea gat aca ctg cag gac aca atg gta cce etg 1189 
Pro Ser His Thr His Ser Ser Asp Thr Leu Gin Asp Thr Met Val Pro Leu 
5 135 140 145 150 

etc age acc cac etc tgc aac age tea tgc atg tac agt ggg gea ctt aca 1240 
Leu Ser Thr His Leu Cys Asn Ser Ser Cys Met Tyr Ser Gly Ala Leu Thr 

155 160 165 

cae ege atg ttg tgt get ggc tac ctg gat gga agg gea gac gea tgc eag 1291 
10 His Arg Met Leu Cys Ala Gly Tyr Leu Asp Gly Arg Ala Asp Ala Cys Gin 

170 175 180 185 

gga gac age ggg gga cce ctg gta tgt ccc agt ggt gac aeg tgg cac ctt 1342 
Gly Asp Ser Gly Gly Pro Leu Val Cys Pro Ser Gly Asp Thr Trp His Leu 
190 195 200 

15 gta ggg gtg gtc age tgg ggt cgt ggc tgt gea gag ccc aat ege cea ggt 1393 

Val Gly Val Val Ser Trp Gly Arg Gly Cys Ala Glu Pro Asn Arg Pro Gly 

205 210 215 

gtc tat gee aag gta gea gag tte etg gac tgg ate eat gac act gtg eag 1444 
Val Tyr Ala Lys Val Ala Glu Phe Leu Asp Trp He His Asp Thr Val Gin 
20 220 225 230 235 

gtc cgc tagccgaaga agcageagca gecaectgtg aegeegaget gtggategec 
Val Arg 



1500 



1560 
1620 



eatggatcac cecagtetgg gggccagcat etgggtcaet gggcetctec ceaaaggcte 
25 tgaettcgag ttcatcttte tcatctgaga acetceaeaa caggaaaagg agtetgeggc 

tagattggga atgatggtga gaggaaggga taggaggaca gaagagacag eagaggcttc 1680 
tggaagcatc tgggagactg etcctctgct ecceeeaeac ceeacgtgea teeactgggg 1740 
gatgetggag atgeccaate ettgtttctt gtggggceac tggaaggcta agtccaaett 
tagaggatgc cetgtetcga gagttactag gcagataagg ttaaggttgg aeaageteag 



1800 
1860 



10 



1980 
2040 
2070 
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gtaaaggcac ggaagtcaag atcccctctc ccccgtgcgg tcctgttctg aggtaagcta 1920 

atagccccgc accaggcaga ggtctacagg gtaagaagga tgcagttggg ctacacgacg 

ctatttttca aatgatgttt ctgtaaattg gttgagagag ttttgttatt aaacagaaat 
tatgtataaa aaaaaaaaaa aaaaaaaaaa 

<210> 8 
<211> 445 
<212> PRT 
<213> mouse 

<400> 8 

Met 



15 



20 



25 



Glu lie Arg Cys Thr Glu Glu Gly Ala Gly Pro Gly He Phe Arg Met Glu 
-205 -200 -195 -190 

Leu Gly Asp Gin Arg Gin Ser He Ser Gin Ser Gin Arg Trp Cys Cys Leu 

-185 -180 -175 

Gin Arg Gly Cys Val He Leu Gly Val Leu Gly Leu Leu Ala Gly Ala Gly 

-170 -165 -160 

He Ala Ser Trp Leu Leu Val Leu Tyr Leu Trp Pro Ala Ala Ser Pro Ser 
-155 -150 -145 -140 

He Ser Gly Thr Leu Gin Glu Glu Glu Met Thr Leu Asn Cys Pro Gly Val 

-135 -130 -125 

Ser Cys Glu Glu Glu Leu Leu Pro Ser Leu Pro Lys Thr Val Ser Phe Arg 
-120 -115 -110 -105 

He Asn Gly Glu Asp Leu Leu Leu Gin Val Gin Val Arg Ala Arg Pro Asp 

-100 -95 -90 

Trp Leu Leu Val Cys His Glu Gly Trp Ser Pro Ala Leu Gly Met His He 
-85 -80 -75 
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Cys Lys Ser Leu Gly His He Arg Leu Thr Gin His Lys Ala Val Asn Leu 
-70 -65 -60 -55 

Ser Asp He Lys Leu Asn Arg Ser Gin Glu Phe Ala Gin Leu Ser Ala Arg 

-50 -45 -40 

Pro Gly Gly Leu Val Glu Glu Ala Trp Lys Pro Ser Ala Asn Cys Pro Ser 
-35 -30 -25 -20 

Gly Arg lie Val Ser Leu Lys Cys Ser Glu Cys Gly Ala Arg Pro Leu Ala 

-15 -10 -5 

Ser Arg He Val Gly Gly Gin Ala Val Ala Ser Gly Arg Trp Pro Trp Gin 
-11 5 10 15 

Ala Ser Val Met Leu Gly Ser Arg His Thr Cys Gly Ala Ser Val Leu Ala 

20 25 30 

Pro His Trp Val Val Thr Ala Ala His Cys Met Tyr Ser Phe Arg Leu Ser 

35 40 45 

Arg Leu Ser Ser Trp Arg Val His Ala Gly Leu Val Ser His Gly Ala Val 

50 55 60 65 

Arg Gin His Gin Gly Thr Met Val Glu Lys He He Pro His Pro Leu Tyr 

70 75 80 

Ser Ala Gin Asn His Asp Tyr Asp Val Ala Leu Leu Gin Leu Arg Thr Pro 
85 90 95 100 

He Asn Phe Ser Asp Thr Val Asp Ala Val Cys Leu Pro Ala Lys Glu Gin 

105 110 115 

Tyr Phe Pro Trp Gly Ser Gin Cys Trp Val Ser Gly Trp Gly His Thr Asp 

120 125 130 

Pro Ser His Thr His Ser Ser Asp Thr Leu Gin Asp Thr Met Val Pro Leu 
135 140 145 150 

Leu Ser Thr His Leu Cys Asn Ser Ser Cys Met Tyr Ser Gly Ala Leu Thr 

155 160 165 

His Arg Met Leu Cys Ala Gly Tyr Leu Asp Gly Arg Ala Asp Ala Cys Gin 



wo 00/31272 ^ PCT/JP99/06475 

18/35 

170 175 180 185 

Gly Asp Ser Gly Gly Pro Leu Val Cys Pro Ser Gly Asp Thr Trp His Leu 

190 195 200 

Val Gly Val Val Ser Trp Gly Arg Gly Cys Ala Glu Pro Asn Arg Pro Gly 

205 210 215 

Val Tyr Ala Lys Val Ala Glu Phe Leu Asp Trp He His Asp Thr Val Gin 
220 225 230 235 

Val Arg 



<210> 9 
<211> 2265 
<212> DNA 
<213> human 



<400> 9 

acgcgggata cagggagggg ccatgtgcga accagggaga cctcatcttc caaccaagct 60 
tgctgggctt gcatttaatc aatgcatggc cagagaacag gagcggaaca ttgcctagta 120 
gaccctgagg ctttacaaca gtgctactga cccct 155 
atg age ctg atg ctg gat gac caa ccc cct atg gag gcc cag tat gca gag 206 
Met Ser Leu Met Leu Asp Asp Gin Pro Pro Met Glu Ala Gin Tyr Ala Glu 

-215 -210 -205 

gag ggc cca gga cct ggg ate ttc aga gca gag cct gga gac cag cag cat 257 
Glu Gly Pro Gly Pro Gly He Phe Arg Ala Glu Pro Gly Asp Gin Gin His 
-200 -195 -190 -185 

ccc att tct cag gcg gtg tgc tgg cgt tec atg cga cgt ggc tgt gca gtg 308 
Pro He Ser Gin Ala Val Cys Trp Arg Ser Met Arg Arg Gly Cys Ala Val 

-180 -175 -170 

ctg gga gcc ctg ggg ctg ctg gee ggt gca ggt gtt ggc tea tgg etc eta 359 
Leu Gly Ala Leu Gly Leu Leu Ala Gly Ala Gly Val Gly Ser Trp Leu Leu 
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-165 -160 -155 -150 

gtg ctg tat ctg tgt cct get gcc tct cag ccc att tec ggg aec ttg cag 410 
Val Leu Tyr Leu Cys Pro Ala Ala Ser Gin Pro lie Ser Gly Thr Leu Gin 
-145 -140 -135 

5 gat gag gag ata act ttg age tgc tea gag gee age get gag gaa get ctg 461 

Asp Glu Glu He Thr Leu Ser Cys Ser Glu Ala Ser Ala Glu Glu Ala Leu 

.-130 -125 -120 

etc cct gca etc ccc aaa aca gta tct ttc aga ata aac age gaa gac tte 512 
Leu Pro Ala Leu Pro Lys Thr Val Ser Phe Arg He Asn Ser Glu Asp Phe 
10 -115 -110 -105 -100 

ttg ctg gaa gcg caa gtg agg gat eag eca egc tgg etc ctg gtc tgc cat 563 
Leu Leu Glu Ala Gin Val Arg Asp Gin Pro Arg Trp Leu Leu Val Cys His 

-95 -90 -85 

gag ggc tgg age ece gcc ctg ggg ctg eag ate tgc tgg age ett ggg eat 614 
15 Glu Gly Trp Ser Pro Ala Leu Gly Leu Gin He Cys Trp Ser Leu Gly His 

-80 -75 -70 -65 

etc aga etc act eac cac aag gga gta aac etc act gac ate aaa etc aac 665 
Leu Arg Leu Thr His His Lys Gly Val Asn Leu Thr Asp lie Lys Leu Asn 
-60 -55 -50 

20 agt tec cag gag ttt get cag etc tct cet aga ctg gga ggc ttc ctg gag 716 

Ser Ser Gin Glu Phe Ala Gin Leu Ser Pro Arg Leu Gly Gly Phe Leu Glu 

-45 -40 -35 

gag gcg tgg cag ccc agg aac aae tgc act tct ggt caa gtt gtt tec etc 767 
Glu Ala Trp Gin Pro Arg Asn Asn Cys Thr Ser Gly Gin Val Val Ser Leu 
25 -30 -25 -20 -15 

aga tgc tct gag tgt gga gcg agg eec ctg get tec egg ata gtt ggt ggg 818 
Arg Cys Ser Glu Cys Gly Ala Arg Pro Leu Ala Ser Arg lie Val Gly Gly 

-10 -5 -1 1 

cag tct gtg get cct ggg egc tgg ecg tgg cag gcc age gtg gee ctg ggc 869 
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Gin Ser Val Ala Pro Gly Arg Trp Pro Trp Gin Ala Ser Val Ala Leu Gly 

5 10 15 20 

ttc egg cac acg tgt ggg ggc tot gtg eta gcg cca ege tgg gtg gtg aet 920 
Phe Arg His Thr Cys Gly Gly Ser Val Leu Ala Pro Arg Trp Val Val Thr 
5 25 30 35 

get gca cat tgt atg cae agt ttc agg ctg gee cgc ctg tec age tgg egg 971 
Ala Ala His Cys Met His Ser Phe Arg Leu Ala Arg Leu Ser Ser Trp Arg 
40 45 50 55 

gtt cat gcg ggg ctg gte age cac agt gee gte agg ecc cac caa ggg get 1022 
10 Val His Ala Gly Leu Val Ser His Ser Ala Val Arg Pro His Gin Gly Ala 

60 65 70 

ctg gtg gag agg att ate eca cac ecc etc tac agt gee cag aat cat gac 1073 
Leu Val Glu Arg He He Pro His Pro Leu Tyr Ser Ala Gin Asn His Asp 
75 80 85 

15 tac gac gte gee etc ctg agg etc cag ace get etc aac ttc tea gac aet 1124 

Tyr Asp Val Ala Leu Leu Arg Leu Gin Thr Ala Leu Asn Phe Ser Asp Thr 
90 95 100 105 

gtg ggc get gtg tge ctg ccg gee aag gaa cag cat ttt ccg aag ggc teg 117b 
Val Gly Ala Val Cys Leu Pro Ala Lys Glu Gin His Phe Pro Lys Gly Ser 
20 110 115 120 

egg tgc tgg gtg tet ggc tgg ggc cac ace cae ect age eat act tac age 1226 
Arg Cys Trp Val Ser Gly Trp Gly His Thr His Pro Ser His Thr Tyr Ser 
125 130 135 140 

teg gat atg etc cag gac aeg gtg gtg ecc ttg ttc age act cag etc tgc 1277 
25 Ser Asp Met Leu Gin Asp Thr Val Val Pro Leu Phe Ser Thr Gin Leu Cys 

145 150 155 

aac age tet tgc gtg tac age gga gee etc ace ecc ege atg ctt tge get 1328 
Asn Ser Ser Cys Val Tyr Ser Gly Ala Leu Thr Pro Arg Met Leu Cys Ala 
160 165 170 
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ggc tac ctg gac gga agg get gat gca tgc cag gga gat age ggg ggc ccc 1379 
Gly Tyr Leu Asp Gly Arg Ala Asp Ala Cys Gin Gly Asp Ser Gly Gly Pro 
175 180 185 190 

eta gtg tgc oca gat ggg gac aca tgg cgc eta gtg ggg gtg gtc age tgg 1430 
5 Leu Val Cys Pro Asp Gly Asp Thr Trp Arg Leu Val Gly Val Val Ser Trp 

195 200 205 

ggg cgt gcg tgc gca gag ccc aat cac cca ggt gtc tac gee aag gta get 1481 
Gly Arg Ala Cys Ala Glu Pro Asn His Pro Gly Val Tyr Ala Lys Val Ala 
210 215 220 225 



10 gag ttt ctg gac tgg ate cat gac act get cag gac tec etc etc 1526 

Glu Phe Leu Asp Trp lie His Asp Thr Ala Gin Asp Ser Leu Leu 







230 




235 




240 






tgagtcctgc 


tgtttcctcc 


agtctcactg 


cacaccactg 


cctcatgctt 


cctggggcct 


1586 




ceagcagcte 


cactaatgga 


ggagaggcag 


tagcetcega 


cacagaacge 


atggacctcc 


1646 


15 


tactactgtg 


tgtgaggaac 


agtcactacc 


cactggccag 


ccacccagcc 


aacaggtctc 


1706 




tcetcttggg 


ccctgatttc 


agagtcctct 


ttcteactag 


agactcaatg 


acagaagaga 


1766 




ggctgggact 


tggttgggca 


tgctgtggtt 


gctgagggat 


gagggggagg 


agagaggtag 


1826 




gagctggaga 


tgaagagact 


gctagaagca 


gcaggaagcc 


tgcccttctg 


ccctctcccc 


1886 




teeetgcccc 


tgtgtgagtc 


ttttagggag 


ggtgactggg 


aggtgccccc 


cgtcecacct 


1946 


20 


ttttcctgtg 


ctctaggtgg 


gctaagtgcc 


tccctagagg 


actccatggc 


tgagaggctc 


2006 




ctgggcagat 


ggggtcaagg 


ctgggccagt 


cecagatgaa 


gcctatggga 


gtcaggaccc 


2066 




tctccactct 


ccctctccac 


tccccttcct 


gttctcaect 


ggctgtggct 


ggccctgtgt 


2126 




ggggtgggta 


cactggaaaa 


caagaaggtt 


ggagttggtc 


taggacattg 


gttttaaatg 


2186 




acagttctgt 


gaactggtcc 


aaggaggttc 


tgttattaaa 


gtgatatatg 


gtcttgaaaa 


2246 


25 


aaaaaaaaaa 


aaaaaaaaa 










2265 



<210> 10 
<211> 457 
<212> PRT 
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<213> human 



<400> 10 

Met Ser Leu Met Leu Asp Asp Gin Pro Pro Met Glu Ala Gin Tyr Ala Glu 
5 -215 -210 -205 

Glu Gly Pro Gly Pro Gly He Phe Arg Ala Glu Pro Gly Asp Gin Gin His 
-200 -195 -190 -185 

Pro He Ser Gin Ala Val Cys Trp Arg Ser Met Arg Arg Gly Cys Ala Val 
-180 -175 -170 

10 Leu Gly Ala Leu Gly Leu Leu Ala Gly Ala Gly Val Gly Ser Trp Leu Leu 

-165 -160 -155 -150 

Val Leu Tyr Leu Cys Pro Ala Ala Ser Gin Pro He Ser Gly Thr Leu Gin 

-145 -140 -135 

Asp Glu Glu He Thr Leu Ser Cys Ser Glu Ala Ser Ala Glu Glu Ala Leu 
15 -130 -125 -120 

Leu Pro Ala Leu Pro Lys Thr Val Ser Phe Arg He Asn Ser Glu Asp Phe 
-115 -110 -105 -100 

Leu Leu Glu Ala Gin Val Arg Asp Gin Pro Arg Trp Leu Leu Val Cys His 
-95 -90 -85 

20 Glu Gly Trp Ser Pro Ala Leu Gly Leu Gin He Cys Trp Ser Leu Gly His 

-80 -75 -70 -65 

Leu Arg Leu Thr His His Lys Gly Val Asn Leu Thr Asp He Lys Leu Asn 

-60 -55 -50 

Ser Ser Gin Glu Phe Ala Gin Leu Ser Pro Arg Leu Gly Gly Phe Leu Glu 
25 -45 -40 -35 

Glu Ala Trp Gin Pro Arg Asn Asn Cys Thr Ser Gly Gin Val Val Ser Leu 
-30 -25 -20 -15 

Arg Cys Ser Glu Cys Gly Ala Arg Pro Leu Ala Ser Arg He Val Gly Gly 
-10 -5 -1 1 



wo 00/31272 PCT/JP99/06475 

23/35 

Gin Ser Val Ala Pro Gly Arg Trp Pro Trp Gin Ala Ser Val Ala Leu Gly 

5 10 15 20 

Phe Arg His Thr Cys Gly Gly Ser Val Leu Ala Pro Arg Trp Val Val Thr 
25 30 35 

5 Ala Ala His Cys Met His Ser Phe Arg Leu Ala Arg Leu Ser Ser Trp Arg 

40 45 50 55 

Val His Ala Gly Leu Val Ser His Ser Ala Val Arg Pro His Gin Gly Ala 

60 65 70 

Leu Val Glu Arg He He Pro His Pro Leu Tyr Ser Ala Gin Asn His Asp 
10 75 80 85 

Tyr Asp Val Ala Leu Leu Arg Leu Gin Thr Ala Leu Asn Phe Ser Asp Thr 

90 95 100 105 

Val Gly Ala Val Cys Leu Pro Ala Lys Glu Gin His Phe Pro Lys Gly Ser 
110 115 120 

15 Arg Cys Trp Val Ser Gly Trp Gly His Thr His Pro Ser His Thr Tyr Ser 

125 130 135 140 

Ser Asp Met Leu Gin Asp Thr Val Val Pro Leu Phe Ser Thr Gin Leu Cys 

145 150 155 

Asn Ser Ser Cys Val Tyr Ser Gly Ala Leu Thr Pro Arg Met Leu Cys Ala 
20 160 165 170 

Gly Tyr Leu Asp Gly Arg Ala Asp Ala Cys Gin Gly Asp Ser Gly Gly Pro 
175 180 185 190 

Leu Val Cys Pro Asp Gly Asp Thr Trp Arg Leu Val Gly Val Val Ser Trp 
195 200 205 

25 Gly Arg Ala Cys Ala Glu Pro Asn His Pro Gly Val Tyr Ala Lys Val Ala 

210 215 220 225 

Glu Phe Leu Asp Trp He His Asp Thr Ala Gin Asp Ser Leu Leu 
230 235 240 
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<210> 11 
<211> 99 
<212> DNA 

<213> Artificial Sequence 
5 <220> 

<223> Designed oligonucleotide to construct plasmid pSecTrypHis 
<400> 11 

aagcttggct agcaacacca tgaatctact cctgatcctt acctttgttg ctgctgctgt 60 
10 tgctgccccc tttgacgacg atgacaagga tccgaattc 99 

<210> 12 
<211> 99 
<212> DNA 
15 <213> Artificial Sequence 

<220> 

<223> Designed oligonucleotide to construct plasmid pSecTrypHis 
<400> 12 

20 gaattcggat ccttgtcatc gtcgtcaaag ggggcagcaa cagcagcagc aacciaaggta 66 

aggatcagga gtagattcat ggtgttgcta gccaagctt 99 

<210> 13 
<211> 15 
25 <212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to eimplify neurosin-encoding 
sequence 



30 
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<400> 13 

ttggtgcatg gcgga 15 

<210> 14 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify neurosin-encoding 
sequence 

<400> 14 

tcctcgagac ttggcctgaa tggtttt 27 

<210> 15 
<211> 35 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify a portion of plasmid 
pSecTrypHi s/Neurosin 

<400> 15 

gcgctagcag atctccatga atctactcct gatcc 35 

<210> 16 
<211> 29 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Designed oligonucleotide primer to amplify a portion of plasmid 
pSecTrypHis/Neurosin 



5 <400> 16 

tgaagcttgc catggaccaa cttgtcatc 29 

<210> 17 
<211> 26 
10 <212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify a portion of plasmid 
pTrypHi s 



15 



<400> 17 

ccaagcttca ccatcaccat caccat 26 



<210> 18 
20 <211> 17 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify a portion of plasmid 
25 pTrypSigTag 



<400> 18 

gcacagtcga ggctgat 



17 



wo 00/31272 PCT/JP99/0647S 

27/35 

<210> 19 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
5 <220> 

<223> Designed oligonucleotide primer to amplify a portion of plasmid 
pFBTrypSigTag 

<400> 19 

10 caaatgtggt atggctg 17 

<210> 20 
<211> 20 
<212> DNA 
15 <213> Artificial Sequence 

<220> 

<223> Designed oligonucleotide primer to amplify conserved region of 

serin proteases-encoding sequence 

<220> 

20 <221> UNSURE 

<222> 9, 12 

<223> n is a, c, g or t. 
<400> 20 

25 gtgctcacng cngcbcaytg 20 



<210> 21 
<211> 20 
<212> DNA 
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<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify conserved region of 

serin proteases-encoding sequence 

<220> 

<221> UNSURE 
<222> 12, 15 
<223> n is a, c, g or t. 

<400> 21 

ccvctrwsdc cnccnggcga 20 

<210> 22 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer designated as mBSSP2. 0 for RACE 
for mBSSP2 (forward) 

<400> 22 

atggtggaga agatcattcc t 21 

<210> 23 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer designated as mBSSP2. 1 for RACE 
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for niBSSP2 (forward) 



<400> 23 

tacagtgccc agaaccatg 19 

5 

<210> 24 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
10 <220> 

<223> Designed oligonucleotide primer designated as mBSSPF4 for RACE for 
mBSSP2 (forward) 

<400> 24 

15 ctcaactctc tgctagaccg 20 

<210> 25 
<211> 20 
<212> DNA 
20 <213> Artificial Sequence 

<220> 

<223> Designed oligonucleotide primer designated as mBSSP2F5 to amplify 
mature raBSSP2-encoding region (forward) 

25 <400> 25 

atagttggcg gccaagctgt 20 



<210> 26 
<211> 20 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer designated as mBSSPF? to amplify 
5 full-length mBSSP2-encoding mRNA (forward) 

<400> 26 

cccagcagaa cttactgcct 20 

10 <210> 27 

<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

15 <223> Designed oligonucleotide primer designated as mBSSP2. 2 for RACE 

for mBSSP2 (reverse) 

<400> 27 

tgttgcagag gtgggtgctg 20 

20 

<210> 28 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
25 <220> 

<223> Designed oligonucleotide primer designated as mBSSP2R2 for RACE 
for mBSSP2 (reverse) 



<400> 28 
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taccattgtg tcctgcagtg t 

<210> 29 
<211> 27 
5 <212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer designated as mBSSP2R5/E to 
amplify full-length mBSSP2-encoding mRNA (reverse) 

10 

<400> 29 

tgaattctgc tgcttcttcg gctagcg 27 

<210> 30 
15 <211> 18 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer designated as BSSP2SPF to amplify 
20 a portion of hBSSP2 (forward) 

<400> 30 

actgctgccc actgcatg 18 

25 <210> 31 

<211> 21 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Designed oligonucleotide primer designated as BSSP2SPR to amplify 
a portion of hBSSP2 (reverse) 

<400> 31 

5 caggggtccc ccgctgtctc c 21 

<210> 32 
<211> 20 
<212> DNA 
10 <213> Artificial Sequence 

<220> 

<223> Designed oligonucleotide primer designated as hBSSP2Fll for RACE 
for hBSSP2 (forward) 

15 <400> 32 

gctctcaact tctcagacac 20 

<210> 33 
<211> 20 
20 <212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer designated as hBSSP2R12 for RACE 
for hBSSP2 (reverse) 



25 



<400> 33 

actcagctac cttggcgtag 20 



<210> 34 
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<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer designated as hBSSP2Rll for RACE 
for hBSSP2 (reverse) 

<400> 34 

cctggagcat atccgagctg 20 

<210> 35 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer designated as hBSSP2F12 to amplify 
full length hBSSP2 (forward) 

<400> 35 

gctttacaac agtgctac 1^ 

<210> 36 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer designated as hBSSP2R13/E to 
amplify full length hBSSP2 (reverse) 
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<400> 36 

tggaattcga ggaaacagca ggactcag 28 

<210> 37 
5 <211> 19 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer for RACE for hBSSP2 

0 

<400> 37 

tactagtcga cgcgtggcc 19 



<210> 38 
15 <211> 18 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer designated as hBSSP2F13 to amplify 
20 a portion of hBSSP2 (forward) 



<400> 38 

actgctgccc actgcatg 18 



25 <210> 39 

<211> 35 



<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Designed oligonucleotide primer designated as FBTrpsigtagF5 to 
detect hBSSP2 

<400> 39 

5 gcgctagcag atctccatga atctactcct gatcc 35 

<210> 40 
<211> 117 
<212> DNA 
10 <213> Artificial Sequence 

<220> 

<223> Designed oligonucleotide to construct plasmid pTrypHis 
<400> 40 

15 aagcttggct agcaacacca tgaatctact cctgatcctt acctttgttg ctgctgctgt 60 

tgctgccccc tttcaccatc accatcacca tgacgacgat gacaaggatc cgaattc 117 

<210> 41 
<211> 117 
20 <212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide to construct plasmid pTrypHis 
25 <400> 41 

gaattcggat ccttgtcatc gtcgtcatgg tgatggtgat ggtgaaaggg ggcagcaaca 60 
gcagcagcaa caaaggtaag gatcaggagt agattcatgg tgttgctagc caagctt 117 
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